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IRREVERSIBLE INHIBITORS OF TYROSINE KINASES 



FIELD OF THE INVENTION 

This invention relates to compounds that are irreversible inhibitors of 
tyrosine kinases. This invention also relates to a method of treating cancer, 
atherosclerosis, restenosis, endometriosis, and psoriasis, and to a pharmaceutical 
composition that comprises a compound that is an irreversible inhibitor of tyrosine 
kinases. 

BACKGROUND OF THE INVENTION 

Cancer has been viewed as a disease of the intracellular signalling system, 
or signal transduction mechanism. Cells receive instructions from many 
extracellular sources, instructing them to either proliferate or not to proliferate. 
The purpose of the signal transduction system is to receive these and other signals 
at the cell surface, get them into the cell, and then pass the signals on to the 
nucleus, the cytoskeleton, and transport and protein synthesis machinery. 

The most common cause of cancer is a series of defects, either in these 
proteins, when they are mutated, or in the regulation of the quantity of the protein 
in the cell such that it is over or under produced. Most often, there are key lesions 
in the cell which lead to a constitutive state whereby the cell nucleus receives a 
signal to proliferate, when this signal is not actually present. This can occur 
through a variety of mechanisms. Sometimes the cell may start to produce an 
authentic growth factor for its own receptors when it should not, the so-called 
autocrine loop mechanism. Mutations to the cell surface receptors, which usually 
signal into the cell by means of tyrosine kinases, can lead to activation of the 
kinase in the absence of ligand, and passing of a signal which is not really there. 
Alternatively, many surface kinases can be overexpressed on the cell surface 
leading to an inappropriately strong response to a weak signal. There are many 
levels inside the cell at which mutation or overexpression can lead to the same 
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vasoactive, and mitogenic factors. Endothelial and deep vessel injury leads to 
platelet aggregation, thrombus formation, inflammation, and activation of 
macrophages and smooth muscle cells. These events induce the production of and 
release of growth factors and cytokines, which in turn may promote their own 
synthesis and release from target cells. Thus, a self-perpetuating process involving 
growth factors such as EGF, platelet derived growth factor (PDGF) or fibroblast 
growth factor (FGFs) is initiated. Thus, it would be useful to have irreversible 
inhibitors of signal transduction pathways, particularly of tyrosine kinases like 
EGF, PDGF, FGF, or src tyrosine kinases. 

The proliferative skin disease psoriasis has no good cure at present. It is 
often treated by anticancer agents such as methotrexate, which have very serious 
side effects, and which are not very effective at the toxicity limited doses which 
have to be used. It is believed that TGF alpha is the major growth factor 
overproduced in psoriasis, since 50% of transgenic mice which over express TGF 
alpha develop psoriasis. This suggests that a good inhibitor of EGFR signalling 
could be used as antipsoriatic agent, preferably, but not necessarily, by topical 
dosing. 

It is especially advantageous to have irreversible tyrosine kinase inhibitors 
when compared to reversible inhibitors, because irreversible inhibitors can be used 
in prolonged suppression of the tyrosine kinase, limited only by the normal rate of 
receptor resynthesis, also called turnover. 

Additional information on the role of src tyrosine kinases in biological 
processes relating to cancer and restenosis can be found in the following 
documents, which are all hereby incorporated by reference. 

Benjamin C.W. and Jones D.A., Platelet-Derived Growth Factor 
Stimulates Growth Factor Receptor Binding Protein-2 Association With Src In 
Vascular Smooth Muscle Cells, JSC, 1994;269:3091 1-30916. 

Kovalenko M., et al., Selective Platelet-Derived Growth Factor Receptor 
Kinase Blockers Reverse Cis-transformation, Cancer Res, 1994;54:6106-61 14. 

Schwartz R.S., et aL, The Restenosis Paradigm Revisted: An Alternative 
Proposal for Cellular Mechanisms, J Am Coll Cardiol, 1992;20:1284-1293. 
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Growth Factor Receptor Monoclonal Antibodies, Cancer Res, 
1984;44:1002-1007. 

In addition, the following documents show the antitumor activity of protein 
tyrosine kinase inhibitors. The documents are hereby incorporated by reference. 

Buchdunger E., Trinks U. a Mett H., Regenass U., Muller M., Meyer T, 
McGlynn E., Pinna L.A., Traxler P., Lydon N.B., 4,5-Dianilinophthalimide: A 
Protein Tyrosine Kinase Inhibitor With Selectivity For The Epidermal Growth 
Factor Receptor Signal Transduction Pathway And Potent In Vivo Antitumor 
Activity, Proc Natl Acad Sci USA, 1994;91:2334-2338. 

Buchdunger E., Mett H., Trinks U., Regenass U., Muller M., Meyer T., 
Beilstein P., Wirz B., Schneider P., Traxler P., Lydon N., 4,5-Bis 
(4-Fluoroanilino)Phthalimide: A Selective Inhibitor Of The Epidermal Growth 
Factor Receptor Signal Transduction Pathway With Potent In Vivo Mdd 
Antitumor Activity, Clinical Cancer Research^ 1 995 ; 1 :8 1 3-82 1 . 

Compounds that are reversible inhibitors of tyrosine kinases have been 
described in U.S. Patent Numbers 5,457,105, 5,475.001, and 5,409,930 and in 
PCT publication Numbers WO 9519774, WO 95 1 9970, WO 9609294, and 
WO 9523141. The presently disclosed compounds, which are structurally different 
from the tyrosine kinase inhibitors described in the above-identified documents, 
are irreversible inhibitors of tyrosine kinases. 



SUMMARY OF THE INVENTION 



The present invention provides compounds having the Formula I 
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wherein X is -D-E-F and Y i. - SR 4 halogen . 4 
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carbonyl, CH(OH), sulphonamide, amide, O, S(0) m , or NR b where R b is 
hydrogen or R b is C1-C4 alkyl; or R 16 is X a -Q a ; 
and R 1 7 is an optionally substituted CyC$ cycloalkyl; or an optionally substituted 
5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or heterocyclic moiety; 
5 or R 1 6 is a group ZR 1 7 in which Z is NR b , and NR b and R 1 7 together form an 

optionally substituted 5-, 6-, 7-, 8-, 9-, or 10-membered heterocyclic 
moiety; 

X a is a group of the formula CO, C(R 33 ) 2 , CH(OR 33 ), C(R 33 ) 2 ,- C(R 33 ) 2 , 

C(R 33 )=C(R 33 ), feC, CH(CN), O, S, SO, S0 2j CONR 33 , S0 2 NR 33 , 

10 NR 33 CO, NR 33 S0 2 , OC(R 33 ) 2 , SC(R 33 ) 2 , C(R 33 ) 2 0, or C(R 33 ) 2 S 

wherein each R 33 is independently hydrogen or (Ci-C4)alkyl; and 

Q a is a phenyl or naphthyl group or a 5- or 6-membered heteroaryl moiety 

containing 1, 2, or 3 heteroatoms selected from oxygen, nitrogen and 
sulphur, which heteroaryl moiety is a single ring or is fused to a benzo 

15 ring, and wherein said phenyl or naphthyl group or heteroaryl moiety is 

optionally substituted with 1, 2, or 3 substituents selected from halogeno, 
trifluoromethyl, cyano, carbamoyl, hydroxy, amino, nitro, (Ci-C4)alkyl, 
(Ci-C4)alkoxy, (Ci-C4)alkylamino, di-[(C 1 -C 4 )alkyl]amino, 
(C 2 -C4)alkanoylamino, N-(Cj-C4 )alkylcarbamoyl and N, N-di-[(Ci-C 4 ) 

20 alkyl] carbamoyl ; 

each R22 i s independently halogen, trifluoromethyl, amino, nitro, cyano, or 
(C 2 -C4)alkanoylamino; 

Rj is hydrogen, halogen, or Cj-Cg alkyl; 

R 2 , R 3 , and R4 are independently hydrogen, C^-Cg alkyl, -(CH 2 ) n -N-piperidinyl, 
25 -(CH 2 ) n -N-piperazinyl, -(CH 2 ) n -N j -piperazinyl[N 4 -(C 1 -C 6 )alkyl], 

-(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, 
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three substituents independently selected from Z 1 , Z 2 , 7? or a monocyclic 
heteroaryl group, and each Cj-C6 alkyl group above in R 5 can be 
substituted with -OH, -NH2 or -NAB, where A and B are as defined above; 

Rl3 is hydrogen or halogen; and 
5 n is 1 to 4, and the pharmaceutically acceptable salts, esters, amides, and prodrugs 

thereof. 

In a preferred embodiment of the compounds of Formula I, 

R 2 O CHR5 
I II II 

10 X is -N — C-C-R 1 , and Y is hydrogen, or 

R 2 O CHR5 
I II II 

X is hydrogen, and Y is -N — C-C-R 1 . 

In another preferred embodiment of the compounds of Formula I, Y is 
15 -D-E-F, and -D-E-F is 

— N-C-C=CH 

— N-S-C=CH , or 
II 
O 

fo f f 

— N-P-C=CH 

1 2 
OR 

In another preferred embodiment of the compounds of Formula I, X is 
-D-E-F, and -D-E-F is 
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or 



OR 2 



In another preferred embodiment of th. 
hydrogen. * ° f the founds of Formula 1, R 2 is 
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-D-E-F and X is -0(CH 2 "~ ° f formula l, Y is 
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p is 0 or 1; 

X is -D-E-F and Y is -SR 4 -OR 4 , -NHR3 or hydrogen, or X is -SR 4 -OR 4 , 
-NHR3 or hydrogen, and Y is -D-E-F; 

5 R2 r2 R 2 H R2 r2 r 2 r 2 H r2 r2 R 2 

I I I I I I I I I I I I 
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I I I I I I I I II 

H HHH HHHH HH 

10 or absent; 

O O O O 
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20 H H 
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II II II 
provided that when E is -S- or -S-, D is not -N-C-, or -OC; 
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25 O H H H 

S a is a group W(CH2), (CH 2 )W, or W, in which W is O, S(0) m wherein m is 0, 



1 or 2, or NR a wherein R a is hydrogen or a Cj.g alkyl group; 
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(C2-C4)alkanoylamino, N-(Cj-C4 )alkylcarbamoyl and N, N-di-[(Cj-C4) 
alky 1] carbamoyl; 

each R 22 is independently halogen, trifluoromethyl, amino, nitro, cyano, or 
(C2-C4)alkanoylamino; 

5 R 1 is hydrogen, halogen, or Ci~C$ alkyl; 

R 2 , R 3 , and R 4 are independently hydrogen, Cj-Cg alkyl, -(CH2) n -N-piperidinyl, 
-(CH 2 ) n -N-piperazinyl, -(CH2VNi-piperazinyl[N 4 -(C 1 -C 6 )alkyl], 
-(CH 2 ) n -N-pyiTolidyl, .(CH 2 ) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, 
-(CH2) n -iniidazoyl, -(CH2) n -N-morpholino, -(CH2) n -N-thiomorpholino, 
10 -(CH2) n -N-hexahydroazepine or substituted C\ -Cg alkyl, wherein the 

A 
I 

substituents are selected from -OH, -NH2, or -N-B, A and B are 
independently hydrogen, Ci-Cg alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 

1 5 piperidinyl, -(CH2) n -N-piperazinyK -(CH2) n -N j -piperazinyl[N 4 - 

(Ci -Cg)alkyl], -(CH 2 ) n -N-pyrrolidyl, KCH 2 ) n -N-pyridyl, 
-(CH2) n -iniidazoyl 5 or -(CH2) n -N-imidazoyl; 
E 1 , E 2 , or E 3 are independently hydrogen, halogen, C\-C^ alkyl, C3-C8 
cycloalkyl, Cj-Cg alkoxy, C3-C8 cycloalkoxy, nitro, Ci-Cg 

20 perfluoroalkyl, hydroxy, C 1 -Cg acyloxy. -NH 2 . -NH(C 1 -C 6 alkyl), 

-N(C!-C 6 alkyl) 2 , -NH(C 3 -Cg cycloalkyl), -N(C 3 -C 8 cycloalkyl) 2 , 
hydroxymethyl, Cj-Cg acyl, cyano, azido, Cj-Cg thioalkyl, 
C^-Cg sulfinylalkyl, Ci~Cg sulfonylalkyl, C3~Cg thiocycloalkyl, 
C3-C8 sulfinylcycloalkyl, C3-Cg sulfonylcycloalkyl, mercapto, 

2 5 Cj-Cg alkoxycarbonyl, C3-C8 cycloalkoxycarbonyl, C2-C4 alkenyl, 

C4-C8 cycloalkenyl, or C2-C4 alkynyl; 

R 5 is hydrogen, halogen, Cj-Cg perfluoroalkyl, l,l-difluoro(C}-Cg)alkyl, Cj-Cg 
alkyl, -(CH2) n -N-piperidinyl, -(CH 2 ) n -piperazinyl 5 -(CH 2 ) n - 
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In another preferred embodiment of the compounds of Formula II, Q is 




In another preferred embodiment of the compounds of Formula II, X is 
— N-C-C=CH 

In another preferred embodiment of the compounds of Formula II, X is 

— N-S-C=CH. 
II 
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In another embodiment, the present invention provides compounds having 
the Formula II 
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each R 14 is independently selected from the group comprising hydrogen, hydroxy, 
halogen, C1-C4 alkyl, C1-C4 alkoxy, C1-C4 alkylamino, 

di-[Ci-C4alkyl]amino, C1-C4 alkylthio, C1-C4 alkylsulphinyl, C1-C4 
alkylsulphonyl, C1-C4 alkylcarbonyl, C1-C4 alkylcarbamoyl, di-[Ci-C4 
5 alkyl]carbamoyl, carbamyl, C1-C4 alkoxy carbonyl, cyano, nitro, and 

trifluoromethyl; or R 14 is R^2; 
R 16 is a group ZR 17 wherein.Z is joined to R 1 7 through a (CH 2 )p group in which 
p is 0, 1, or 2 and Z represents a group V(CH 2 ), V(CF 2 ), (CH 2 )V, (CF 2 )V 
or V in which V is a hydrocarbyl group containing 0, 1 , or 2 carbon atoms, 
10 carbonyl, CH(OH), sulphonamide, amide, O, S(0) m , or NR b where R b is 

hydrogen or R b is C1-C4 alkyl; or R 1 6 is X a -Q a ; 
and R 1 7 is an optionally substituted C3-C6 cycloalkyl; or an optionally substituted 
5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or heterocyclic moiety; or 
R 16 is a group ZR 17 in which Z is NR b . and NR b and R 1 7 together form 
15 an optionally substituted 5-, 6-, 7-, 8- ? 9-, or 1 0-membered heterocyclic 

moiety; 

X a is a group of the formula CO, C(R 33 ) 2 , CH(OR 33 ), C(R 33 ) 2 ,-C(R 33 ) 2 , 

C(R 33 )=C(R 33 ), OC, CH(CN), O, S, SO, S0 2 , CONR 33 , S0 2 NR 33 , 

NR 33 CO, NR 33 S0 2 , OC(R 33 ) 2 , SC(R 33 ) 2 , C(R 33 ) 2 0, or C(R 33 ) 2 S 

20 wherein each R 33 is independently hydrogen or (Ci-C4)alkyl; and 

Q a is a phenyl or naphthyl group or a 5- or 6-membered heteroaryl moiety 

containing 1, 2, or 3 heteroatoms selected from oxygen, nitrogen and 
sulphur, which heteroaryl moiety is a single ring or is fused to a benzo 
ring, and wherein said phenyl or naphthyl group or heteroaryl moiety is 
25 optionally substituted with 1, 2, or 3 substituents selected from halogeno, 

trifluoromethyl, cyano, carbamoyl, hydroxy, amino, nitro, (Ci-C4)alkyl, 
(C 1 -C4)alkoxy, (C 1 -C4)alkylamino, di-[(C 1 -C4)alkyl]amino, 
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( C 2-C4)aIkanoylamino 5 N.fC,-c. Wi, , 

^carbamoyl; Carbamoyl and N, N 

^i.R22 isilldepend 

> nitro, cyano, or 

^™ 

•(W 2V N- hexallydr °' (C ^-N-ho moipholin0i 

subslituents are selected from -OH km ^ 

hydrogen ' " A »d B are 

P- ridinyI> , CH2) 8 ND C,C6a,ky '- (C ^OH,,c„ 2VN . 
l^Jn-N-piperazinyl, , (CH , M . 

-<CH,» ■ 2V Pyr " > " dy, --< CH 2)„-N. pyTidyl 

^-^i.o r ,c„^ N , mida2oyi; * 

• £ -H3a« independemlyhydrogen 

^loaIk y l, Cl .c 6lUkoxy „ „ • C l C 6a*yi,C 3 .c 8 

^^ui xyCl T 8c r oa,ko -^ c .- 6 

^ ^ iN«(C 3 -C 8 cycloalkyj), - Nrc , r 

hydroxymethy], C] - C , acvl , 3 8 Cyc,oa, ^) 2 , 

1 <~6acy], cyano, azido r. o 
C l-C 6 suIfi„y laJkylCir , f ld0 ' C i- C 6th 10 aIkyj, 
* yi ' C l- C 6SuJfonylalkvJ r, r tL . 

C3-C 8 ^Icycioaacy, C , c. „ *"«*■»«. 

yi ' L 3-Cg sulfonylcvcJoalt,,! 

C l-C 6 alkoxycarbonyJC-C, , , ""^ 
p r> 3 8 CycloaI Wcarbo ny I C o r „ 

C4-C 8 cycloalkenyl, or C 2 -C 4 ^ * ^ 
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R 5 is hydrogen, halogen, Cj-Cg perfluoroalkyl, l,l-difluoro(Ci-C6)alkyl, Ci-Cg 
alkyl, -(CH 2 )n-N-piperidinyl 5 -(CH 2 ) n -piperazinyl, -(CH 2 ) n - 
piperazinyl^-CC^CsJalkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH^-pyridinyl, 
-(CH 2 )n-N-imidazoyl, -(CH 2 ) n -N-morpholino, 
-(CH^n-N-thiomorpholino, -C=CH 2 , -CH=CH-(C!-C 6 )alkyl, 



-(CH^-N-hexahydroazepine, -(CH 2 ) ri NH 2 ,-(CH 2 ) n NH(Ci -C 6 alkyl), 
-(CH^nNCCi-Gealkyl^, -l-oxo(C 1 -C 6 )alkyl, carboxy, 
(Ci-C6)alkyloxycarbonyl, N-(Ci-C6)alkylcarbamoyl, phenyl or 
substituted phenyl, wherein the substituted phenyl can have from one to 
three substituents independently selected from E 1 , E 2 , E^ or a monocyclic 
heteroaryl group, and each Ci-Cg alkyl group can be substituted with -OH, 
-NH 2 or -NAB, where A and B are as defined above; and 

n is 1 to 4, and the pharmaceutical^ acceptable salts, esters, amides, and prodrugs 
thereof. 

In another preferred embodiment of the compounds of Formula II, Q is 



In another preferred embodiment of the compounds of Formula II, Q is 



In another preferred embodiment of the compounds of Formula II, X is 





N 



— N-C-C=CH 
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fa an0 * tt iwfa»d embodiment of th 
f 2 O f lp5 mem0ftheCOm ^ofF onnuIaII>Xis 

-n- c -c=ch" 

In another preferred embodiment O is a , . . 
benzothienop^^.^ yj *• Q 15 a ^ubsntuted 

The present invention also provides a nh* 

fl-WM, effecive ™ 8 a »— ' taving a.he r osc lerosis . 

present invenoonl ' ~ FOm "" a ' ' * 

*+mk*, effeodve mouilt J* "* a 

1* I— invent CO " ,P0Und ° f F ° mU,a ' - 

*<"*. kinase miition . *»«*. » a Pauen, h need of 

lnan, oslpreferredem 
following compound iDVemi<> " P">ves the 

( ^ ,owto ^~^ 1JaciyiaiIlid ; 
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N-[4-(4-Phenoxyphenylamino)quinazoIin-7-yl]acrylamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-7-yl]acrylamide; 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]propynamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-6-y l]propynamide ; 

N-[4-(4-Phenoxyphenylamino)quinazoliii-7-yl]propynamide; 

N^[4-(4-Ben2yloxyphenylamino)quinazolin-7-yl]propynamide; 

N-[4-(4-PhenoxyphenyIamino)quinazoIin-6-yl]but-2-ynamide; 

N-[4-(4-Benzyloxyphenylamino)qxiinazolin-6-yl]but-2-ynamide; 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]but^-23-dienamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]buta-23-dienamide; 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]but-2-enamide; 

N-[4-(4-Benzyloxyphenylamino)qiiinazolin-6-yl]but-2^enamide; 

N-[4-(4-Phenoxyphenylamino)quLnazolin-6-yl]-4,4,4-trinuorobut-2-enamide; 

N-[4-(4-Benzyloxyphenylamin^^ 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]-3-chloroacrylamide; 
N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]-3-chloroaciylam 
6-(S-Vinylsulfonamido)-4-(4-phenoxyphenylamino)quinazoline; 
6-(S-Vinylsulfonamido)-4-(4-benzyloxyphenylamino)quinazoline; 
N-[7-[3-(4-Morpholino)propoxy]-4-(4-phenoxyphenylamino)quinazoIin- 
6-yl]acrylamide; 

N-[4-(4-Benzyloxyphenylamino>^ quinazolin- 
6-yl]acrylamide; 

N-[7-[4-(N,N-dimethylamino)butoxy]-4-(4^phenoxyphenylamino)^ 
6-yl]acrylamide 

N-[4-(4-Benzyloxyphenylamino)-7-[3-(4-morpholino)propoxy] quinazolin- 
6-yl]acrylamide; 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]^-oxopent-2-enamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]-4-oxopent-2-enamide; 

N-[4-(4-Phenoxyphenylamino^ 

N-[4-(4-Benzyloxyphenylamino)qu^ 

N-[4-(4-Phenoxyphenylammo)qm 



:o 
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Propoxy)-4-oxobut-2- enamide . J ^-^^methylamino)- 

5 ^'^^^ WM H . 

Propoxy M . oxobut . 2 . enamide ^ ^-^N-dunethyJamino). 

^lami„o)-4. OXobut . 2 . enamide . P ^-*»«e%Ia n uno> 

Propylamino)^. oxobut . 2 
N - f4 ^ Ph -oxyphenyl^ 

4-oxobut-2-enamide; (j " (4 - moi P h olino)prbpoxy). 
^^^^ 

4-oxobut-2- en amide; (J ~ (4 - moi P h °lino)propoxy)- 

N " f4 - ( ^^ m h 

4-oxobut-2-enamide- ( (4 " m °* ho,in °)propylamino)- 
^^^^ 

P^aminoM-oxobut^^de. (3 - (4 - mor P ho «no)- 
4,4-D 1 f]uoro-8-( moi p holin . , 

^VOct-2-enoic acid fa-M „». 

quinazoIin-6-yJjamide. 1 (4 " phenox yphenyJamino)- 

4,4-Difluoro-8-( m orpholi„-4.y 1)oct . 2 enni . A 

^vuLt-./.enoic acid i 

qumazoJin-e-yjjami^. 1 (4 ~ be ^ Io xyphenylannno)- 

Pent-2-enedioic acid 1 Jf4 ^ k 

p 

Penl -2-enedioic acid 1 ISA ia u 

5 -[< 3 -»°'Pl.oIin- l - yIpropyl)aini(le] . ^"^'^-yljamide) 
-(H4.Phe n „ whenylMino)qu . ' 



WO 99/06378 PCT/US98/1 5784 

-23- 

7-Morpholin-4-ylhept-2-ynoic acid [4-(4-benzyloxyphenylamino)quinazolin-6-yl] 
amide; 

4-Morpholin-4-ylbut-2-ynoic acid [4-(4-phenoxyphenylamino)quinazoHn-6-yl] 
amide; 

5 4-Morpholin-4-ylbut-2-ynoic acid[4-(4-benzyloxyphenylamino)quinazolin-6-yl] 

amide; ' ^ 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]acrylamide; 
N-[4-(4-Benzyloxyphenylamino)pyri^ 

N-[4-(4-Phenoxyphenylamino)pyrido[4,3-d]pyrimid-7-yl]acrylamide; 
10 N-[4-(4-Benzyloxyphenylamino)p^ 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]propynamide; 

N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrimid-6-yI]prop 

N-[4-(4-Phenoxyphenylamino)pyrido[43-d]pyrimid-7-yl]propynamide; 

N-[4-(4-Benzyloxypheiiylamino)pyri^ 
15 N-[4-(4-Phenoxyphenylamino)pyri^^ 

N-[4-(4-Benzyloxyphenylamino)py^ 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]buta-2 > 3-dienamide; 
N-[4-(4-Benzyloxyphenylamino)pyri^^ 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]but-2-enamide; 
20 N-[4-(4-Benzyloxyphenylamino)pyrido 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]-4 5 4 ? 4-trifluorobut- 
2-enamide; 

N-[4-(4-Benzyloxyphenylamino)pyrido [3 ,4-d]pyrimid-6-y lj-4,4,4-trifluorobut- 
2-enamide; 

25 N-[4-(4-Phenoxyphenylamino)pyrido 

N-[4-(4-Benzyloxyphenylamino)pyrido[^^ 

6-(S-Vinylsulfonamido)-4-(4-phenoxyphenylamino)pyrido[3,4-d]pyri 
6-(S-Vinylsulfonamido)-4-(4-benzyloxyphenylamino)pyrido[3,4 
N-[4-(4-Phenoxyphenylarrdno)pyrido[3,4-d]pyrimid-6-yl]-4-oxop 
30 N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d^ 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]-4-hydroxy-4-oxobut- 
2-enamide; 
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N-f4-(4.Ben 2 yloxyphenylamino)pv rid or3 4 hi • 
2-enamide; ^ 

N-f4.(4.Phenoxyphenylamino) Py ridof3 4-dlnvH 
^-enamide- 

» ■ Jpynmid -6-yl]-4-ethoxy-4-oxobut- 

N-[4-(4-Ben2yIoxyphenylamino)pyridof3 4 Hln ■ 

2-enamide- ;mid0f3 ' 4 - d ^ mi ^J-4-ethoxy-4-oxobut- 

N-f4-(4-Phenoxyphenylamino)pyridor3 4 • 
N-[4-(4-B e nzyl oxypheny] ' 

« 14 < 4 - p henoxyphenylamino)pyridor3 4 dw m 

rfim-rt. i • 1 ' 4 " d JPy nmi d-6-yl]-4-r3./TvrM 

d 1 methylam 1 „o)p r0 py, amino) ^(3 (N,N- 

1" (4 Benzyteyp,,^ 

Hi„„,. , ' ,ao '- i ' 4 - d JPynmid-6-vll-4-f! m xr 

N-H^-Benzyloxyp,, , ' 

Pn>Po*y)^ obm . 2 J^^^ 

Propy,anMn ">+oxob U t.2 <nanMde . < 3 -(<t-mo,phoIi„o)- 

4 - 4 -i«iuo ro .8.( moq)ho , ilwt . yl)oct 2 m ; 

Pyrid 0 f3,4-d ]pyiimid . MJain . de ' C 

PKWo[3,4-d ]pyrimid . 6 . yl]araide . m W-^-Whanytafao). 
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N-[4-(4-Benzyloxyphenyla^ 

4-yl)propylthio)but-2-enamide; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-phenoxyphenylamino)- pyrido- 

4-d]pyrimid-6-yl]aniide; 
5 7-Morpholin-4-ylhept-2-ynoic acid[4-(4-benzyloxyphenylamino)- 

pyrido[3 ,4-d]pyrimid-6-yl]amide; 
4-Morpholin-4-ylbut-2-ynoic acid^ 

pyrimid-6-yl] amide; 
4-Morpholin-4-ylbut-2-ynoic acid[4-(4-benzyloxyphenylamino)- 
10 pyrido[3,4-d]pyrimid-6-yl]amide; 
N-[4-(4-Phenoxyphenylamino)ben^ 
N-[4-(4-Benzyloxyphenylamino)ben^^ 
[4-(4-Phenoxyphenylamino)quinazolin-6-yl]acrylate; 
[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]acrylate; 
1 5 [4-(4-Phenoxyphenylamino)quinazolin-7-y l]acry late : 

[4-(4-Benzyloxyphenylamino)quinazolin-7-yl]acrylate; 
[7-[3-(4-Morpholino)propoxy]-4-(4-phenoxyphenylamino)quinazolin-6-yl] 

acrylate; 

[4-(4-Benzyloxyphenylamino)-7-[4-^ 
20 acrylate; 

[7-[4-(N,N-dimethylamino)butoxy]-4-(4-phenoxyphenylamino)quinazolin-6-yl] 
acrylate; 

[4-(4-Benzyloxyphenylamino)-7-[3-(4-morpholino)propoxy]quinazolin-6-yl] 
acrylate; 

25 N-(3-(4-Moipholino)propylamin^^ 
6-yl]-4-oxobut-2-enamide; 
N-(3-(4-MoiT3holino)propylamino)-4,0-[4-(4-ben2yloxyphenylamino)quinazo 

6-yl]-4-oxobut-2-enamide; 
4,4-Difluoro-8-(morphoIin-4-yl)oct-2-enoic acid[4-(4-phenoxyphenylamino)- 
30 quinazolin-6-yl]ester; 

4,4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-ben2yIoxyphenylamino)- 
quinazolin-6-y 1] ester; 
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2-enoate; ™ ° ^^^-yOpropylthio^ut- 

Propylthio)but-2-enoate; ^oiphohn^). 
7-MoiphoJin-4. y]hept . 2 ic ' 

ac 1 d [ 4(4-ph e noxyphenyla m i„ o)quina2olin . 6 . y]] 

^Morpholin^-yJhept.s.^^^ 

ester; 1 ( ^^^am^quinazolin-e-ylj 

ester; 1 ( ^^^^quinazolin-e-yjj 

4-Morpholin-4. y lbut-2-ynoic acid[4-f4 ben™, , 

N W4 .mu e n 9 , ^"^'"^-y'Wynamide; 

J 3 " h,0r0ph ^ l ™tao )q „ taaalin . 6 . yl]bul . 
N-[4- W -Be^, phenylamino)quiiiazo 

N -[-K"-tl-Med,yIi midaa)1 . 2 . yJ1)li ^"•^en.m.de; 

*° >3 ^ h ~o) quiraa)Ul , 6 . yI}bBa . 
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N-[4-(4-[Phenylthio]-3-chlorophenylamino)quinazolin-6-yl]but-2-enamide; 
N-[4-(4-(4-ChlorobenzoyI)phenylamino)quinazolin-6--yl]-4,4,4-trifluorobut- 

2-enamide; 
N44-(4-[Phenylthio]-3-chlorophenyla^^ 

2-enamide; 

N-[4-(4-(4-Chlorobenzoyl)phenylamino)quinazolin-6-yl]-3-chloroacrylamide; 

N-[4-(4-Anilino-3-cUorophenylamino)quinazolin-6-yl]-3-chloroacrylamide; 

6-(S-Vinylsulfonamido)-4-(4-(3-cyanobenzoyl)phenylamino)quinazoline; 

6-(S-Vinylsulfonamido)^-(4-anilino-3-chlorophenylamino)quinazoline; 

N-[7-[3-(4-Morpholino)propoxy]^-(4-(3-cyanoben2oyl)phenylamino)quinazoH 

6-yI]acrylamide; 
N-[4-(4-BenzyloxyO-methoxyphe^ 

quinazolin-6 -yl] aery lamide ; 
N-[7-[ 4-(N,N-dimethylamino)butoxy]-4-(4-(pyrid-2-ylcarbonyl)-3-chlorophenyl- 

arnino)quinazolin-6-yl]acrylamide; 
N-[4-(4-Benzyloxy-3-methoxyphenylamino)-743-(4-morpholino)propoxy] 

quinazolin-6-yl]acrylamide; 
N-[4-(4-[F^id-2-ylcarbonyl]-3-chIorophenylamino)quinazolin--6-yl]-4-oxopent- 

2-enamide; 
N-[4-(4-[Pyrid-2-ylmethoxy]-3-cM^ 

2-enamide; 

N-[4-(4-[Pyrid-3-ylcarbonyl]-3-cMorophenylamino)quinazolin-6-yl]-4-hydroxy- 

4-oxobut-2-enamide; 
N-[4-(44Pyrid-2-ylmethoxy]-3-c^ 

4-oxobut-2-enamide; 
N-[4-(4-[PyridO-ylcarbonyl]-3-cMoro^ 

4-oxobut-2-enamide; 
N-[4-(4-[Pyrid-3-ylmethoxy]-3-chloropte 

4-oxobut-2-enamide; 
N-[4-(4-IPyrid^-ylcarbonyl]0-chlorophenylamino 

dimethylamino)propoxy)-4-oxobut-2-enamide; 
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^%'™ m o)p ropyIarailloHwobm . 2 _ enam . de 

4 -< 3 ^-»°'Phoii„o)p r opo I!y H-oxobu,-2-e„ an , ide . 

4 4 D-« t m0 ' hO,in0,ProPy,an,in0) - 4 -°'' 0bul - 2 -^ ; 

3 chlom h ^ oct -2-eno lc ac 1 d[4-(4- f p yr i d , 3 . ylmethylJ . 

3 - ch ^opheny]amino)quina2oli„-6- yl]amide . J 

4,4-Difluoro-8-(moipholin-4-vlWt ? » • 

3 C h, i yl)oct-2-eno IC ac,d[4K4- [f ur-2- y l met hoxyl- 

Pent-2-enedioic acid 1 { r4-r4-rfi»r i i 

MJ 5. 3 ! ^ OX5 ' >3 - Chl0 ^ h ~o),„ iM20iin . 

* J ™ ae > 5 r(3-mo,phohn^-y|p ro p y | )imideJ . 

Mr.,, ^-^holin^-ylpropyOamide]; 
4-^ 

4 ^^holin^yI )propylftio)but ^ 
7-Morpholin-4-ylhept-2-ynoicacidr4-f4-ri hvH- , ' 
3-chJorophenylaxnino) q uina 2 oli n -6-yl ]am ide- 
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4-Morpholin-4-ylbut-2-ynoic acid [4-(4-[thien-3-ylmethoxy]-3-chlorophenyl- 

amino)quinazolin-6-yl]amide; 
N-[4-(4-[Pyrid-2-ylmethyl]-3-chlorophenylamino)pyrido[3,4-d]pyr^ 

6-yl]acrylamide; 
5 N-[4-(4-[Thien-2-ylmethoxy^ 

6- yl]acrylamide; 
N-[4-(4-[Fur-2-ylmethyl]phe^ 

N-[4-(4-[Thien-2-ylmethoxy]-3-chlorophenylamino)pyrido[43-d]pyri 

7- yl]propynamide; 

10 N-[4-(44Fur-2-ylmethyl]phenylamm^ 
N-[4-(4-[ 1 -Methylimidazol-2-ylmetho^ 

pyrimid-6-yl]propynamide; 
N-[4-(4-[Fm--3-ylmethyl]-3-me^ 
7-yl]propynamide; 
15 N-[4-(4-[l-Methylimidazo^ 

pyrimid-7-yl]propynamide; 
N-[4-(44Fur-3-ylmethyl]-3 -methyl 
2-ynamide; 

N-[4-(4-[Thiazol-2-ylmethoxy]-23-difluorophenylamino)pyrido[3,4-d]pyrimid 
20 6-yl]but-2-ynamide; 

N-[4-(4-[Thien-3-ylmethyl]-3-m 
6-yl]buta-2,3-dienamide; 
N-[4-(4-[Thiazol-2-ylmethoxy^ 
6-yl]buta-2,3 -dienamide; 
25 N-[4-(4-[Thien-3-ylmethyl]-3-methylphenylamino)pyrido[3,4-d]pyrimid 
2-enamide; 
N-[4-(4-[Thiazol-5-ylmeth^ 
6-yl]but-2-enamide; 
N-[4-(4-[Thien-3-ylmethyl]-3^ 
30 4,4,4-trifluorobut-2-enamide; 

N-[4-(4-[TMazol-5-ylmethoxy]-2,5-difluorophenylamino)pyrido[3,4-d^ 
6-yl] -4 ,4 ,4-trifluorobut-2-enamide ; 
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3-chloToaciylamide; 

pynmid-6-yl].3K:hloroaciylami<le; 
^S-VM S ulf„^ doHWftim . 3 . yl ^ nyl]3 ^ oropheny 

pyrido[3,4-d]pyrimidine; 

anuno)pyrido[3,4-d]pyri m idiiie; 

4-oxopent-2-enamide; 
N-[4-(4-[4-Methylpyrid-2-yl]-2-fl UO ro- 

4-hydroxy-4-oxobut-2-enamide; 
N-[4-(4-[4-Methylpyrid-2-yI]-2-fluoro- 

2-enamide; 

N-[4K4-me n -2- yl ca r bo„ y , ] ^h.o rophenylamino)p ^ d ^ 
4-ethoxy^-oxobut-2-enamide; 

4-ethoxy-4K>xobm.2^namide; "" 

^^^^ 

4-(3-(N,N-d 1 meaylami I1 o)pr 0 p y Ia m i n „ HK)xobw . 2 . enamide . 
^ 3 ^-<iin^lamino)^la I ^ HH ^. 2< ^ <je . 

4-(3-(4-motpholino)propoxyH-oxobut-2- e namide; 
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N-[4-(4-[4-Chloropyrid-2-yl]-3-chlor^^ 

4-(3-(4-morpholino)propoxy)-4-oxobut-2-enamide; 
N-[4-(4-[Thiazol-5-ylcarbonyl3^-chlorophenylamino)pyrido[3,4-d]pyrim 

4-(3-(4-morpholino)propylamino)-4-oxobut-2-enamide; 
N-[4-(4-[4-Bromoanilino]-3-chlorophenylamino)pyrido[3,4-d]pyr^ 

4-(3-(4-moipholino)propylamino)-4-oxobut-2-enamide; 
4,4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-[imidazol-2-ylcarbonyl]- 

3-chlorophenylamino)pyrido[3 ,4-d]pyrimid-6-yl] amide; 
4,4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-[4-bromoanilino]- 

3-chlorophenylamino)pyrido[3,4-d]pyrimid-6-yl]ainide; 
Pent-2-enedioic acid l{[4-(4-[triazol-3-ylthio]-3-chlorophenylamino)- 

pyrido[3,4-d]pyrimid-6-yl] amide} 5-[(3-morpholin-4-ylpropyl) amide]; 
Pent-2-enedioic acid l{[4-(4-[imidazol-2-ylcarbonyl]- 

3- chlorophenylamino)pyrido- [3,4-d]pyrimid-6-yl]amide} 5-[(3-morpholin- 

4- ylpropyl) amide]; 

N-[4-(4-[Pyrid-2-yloxy]-3-cMorophenylamino)pyrido[3,4-d]pyrimid-6-yl] 

-4-(3-(morpholin-4-yl)propylthio)but-2-enamide; 
N-[4-(4-[Triazol-3-ylthio]-3-cWorophenylamino)pyrido[3,4-d]pyrimid-6-^^ 

-(3-(morpholin-4-yl)propylthio)but-2-enamide; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-[pyrid-2-yloxy]-3-chlorophenyl- 

amino)pyrido[3,4-d]pyrimid-6-yl]amide; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-[4-methylphenylthio]-3-chlorophenyl- 

amino)pyrido[3,4-d]pyrimid-6-yl]amide; 
4-Morpholin-4-ylbut-2-ynoic ac^ 

pyrido[3,4-d]pyrimid-6-yl]amide; 
4-Morpholin-4-ylbut-2-ynoic acid[4-(4-[4-methylphenylthio]-3-chlorophenyl- 

amino)pyrido[3,4-d]pyrimid-6-yl]amide; 
N-[4-(4-[Pyrid-2-ylthio]-3-chto^ 

6-yl]acrylamide; 

N-[4-(4-[4-MethylphenyltWo]-3-methylphenylamino)benzoI>]thieno[3^ 
pyrimid-6-yl]acrylamide; 
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^^Methoxypyrid.2.yl]-3.cWorophenylamino^ 

[4-(Benzoylphenylamino)quinazolin-6-yl]acrylate; 

[4.(4.[Thiazol-2-ylcarbonyl]-3-chlorophenylamin6)qm^^^^ 
^4-Pmidazol-2^^ acrylate; 

[7-[3<4-Morpholino)propoxy]^4-[pyrid-2-yIth^ 

quinazolin-6-yl] acrylate; 
[4K4- [T hien-2-y^^^ 

quinazolin-6-yl] acrylate; 

amino)quina2;olin-6-yl]acrylate; 

N ^^-Morpholino)propylaxninoH,0-[4<4.[4.b^^^ 

amino)quinazolin-6-yl]-4-oxobut-2-enamide; 
NHS^-MorphoI^propylam^^.O-^-tpyrid-S-ylcarbonyl]- 
3-chlorophenyl- amino)quinazolin-6-yI]^-oxobut-2-enamide- 
4,4-Difluoro-8-(mo n) holin-4-yI)oct-2-e n oic acid [4-(4-[l -hydroxy- i-pyrid- 

5- y^ethylH^oiopIieivlaiiiino^uinazblin^yljest^ 
4,4-Difluoro-8<morpholin-4-yl)oct-2-enoicacid[4-(4- [p ynd^ 

3-chlorophenylamino)quinazolin-6-yl]ester; 

6- yl] ester} 5-[(3-morphoUn-4-ylpropyl)amide]; 
Pent-2-enedioic acid 1 {[4K4-[thien-2-ylrnethoxy]-3- C hlorophenylamino)- 

quinazolin-e-yljeste^S-tCS-morpholin^-ylpropyOamide]; 

[4<4-Phenoxyphenylamino) q uinazolin-6-yl]-4-(3-(mo^^ 
but-2-enoate; 

[4<4-rrruen-2-ylmethoxy]-3-chlorophenylamino)quina2olin-6^ 

-(3-(morpholin-4-yl)propyIthio)but-2-enoate; 
7-Morpholin-4-ylhept-2^ 

amino)quinazolin-6-yl] ester; 

7-MorphoIin^-ymept-2-ynoicacid[4-(4-[thien-3-ylmethyl]-3-m^^^ 
phenyIamino)quinazolin-6-yl]ester; 
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4-Morpholin-4-ylbut-2-ynoic acid[4-(4-[thien-2-ylmethoxy]-3-methylphenyl- 

amino)quinazolin-6-yl]ester; and 
4-Morpholin-4-ylbut-2-ynoic acid[4-(4-[thien-2-ylcarbonyl];-3-chlorophenyl- 

amino)quinazolin-6-yl]ester. 

DETAILED DESCRIPTION OF THE INVENTION 
The present invention provides compounds having the Formula I 




wherein X is -D-E-F and Y is -SR 4 , halogen, -OR 4 , -NHR3, or hydrogen, or X is 
-SR 4 , halogen, -OR 4 , -NHR 3 , or hydrogen, and Y is -D-E-F; 

10 R2 r2 R 2 H R2 r2 r 2 r 2 h r 2 r 2 R 2 

I I I I I I I I I I I I 
D is -N-, -O-, -C-, -N-N-, -N-O-, -C-N-, -C-O-, -C- C-, -N-C-, -O-C-, -S-C-, 

I 1 I I Mill I 

H HHH HHHHHH 

1 5 or absent; 

O O O O 

II II II II 
E is -C-, -S-, -P-, or -S-; 

II I 

20 O OR 2 

R!R s Rl R5 

II II 

F is -C=C, -OC-R5, or -C=C=C; 

II 
25 H H 
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O O R2 R2 

II I! II 

provided that when E is -S- or -S-, t> is not -N-C-, or -OC; 

II III 
O HH H 

S a is a group W(CH 2 ), (CH 2 )W, or W, in which W is O, SiO^ wherein m is 0, 
1 or 2, or NR a wherein R a is hydrogen or a Cj.g alkyl group; 

each Rl4 j s independently selected from the group comprising hydrogen, hydroxy, 
halogen, C \ -C4 alkyl, C 1 -C 4 alkoxy, C 1 -C4 alkylamino, 
di -[Ci-C4alkyl]amino, C!-C 4 alkylthio, C1-C4 alkylsulphinyl, C1-C4 
alkylsulphonyl, C1-C4 alkylcarbonyl, Ci-C 4 alkylcarbamoyl, di-[Ci-C4 
alkyl]carbamoyl, carbamyl, C1-C4 alkoxycarbonyl, cyano, nitro, and 
trifluoromethyl; or R 14 is R 22 ; 

R 1 6 is a group ZR 1 7 wherein Z is joined to R 1 7 through a (CH2)p group in which 
p is 0, 1, or 2 and Z represents a group V(CH 2 ), V(CF 2 ), (CH 2 )V, (CF 2 )V 
or V in which V is a hydrocarbyl group containing 0, 1, or 2 carbon atoms, 
carbonyl, CH(OH), sulphonamide, amide, O, S(0) m , or NR*> where R^ is 
hydrogen or R*> is C1-C4 alkyl; or R 16 is X a -Q a » 

and R 1 7 is an optionally substituted C3-C6 cycloalkyl; or an optionally substituted 
5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or heterocyclic moiety; 

or Rl6 is a group ZR* 7 in which Z is NRb, and NR*> and R* 7 together form an 
optionally substituted 5-, 6-, 7-, 8-, 9-, or 10-membered heterocyclic 
moiety; 

X a is a group of the formula CO, C(R33) 2j CH(OR33), C(r33) 2j _C(r33) 2> 

C(R33 )= c(R33) 5 c^C, CH(CN), O, S, SO, S0 2} CONR33, S0 2 NR33, 

NR33CO, NR33so 2 , OC(R33) 2 , SC(R33) 2 , C(R33) 2 o, or C(R33) 2 s 

wherein each R 3 3 i s independently hydrogen or (Cj-C4)alkyl; and 

Q a is a phenyl or naphthyl group or a 5- or 6-membered heteroaryl moiety 

containing 1, 2, or 3 heteroatoms selected from oxygen, nitrogen and 
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sulphur, which heteroaryl moiety is a single ring or is fused to a benzo 
ring, and wherein said phenyl or naphthyl group or heteroaryl moiety is 
optionally substituted with 1, 2, or 3 substituents selected from halogeno, 
trifluoromethyl, cyano, carbamoyl, hydroxy, amino, nitro, (C]-C4)alkyl, 
5 (Ci-C4)alkoxy, (Ci-C4)alkylamino, di-[(Ci-C4)alkyl]amino, 

(C2-G4)alkanoylamino, N-(Cj-C4 )alkylcarbamoyl and N, N-di-[(Cj-C4) 
alkyljcarbamoyl; 

each R 22 is independently halogen, trifluoromethyl, amino, nitro, cyano, or 
(C 2 -C4)alkanoylamino; 

10 R 1 is hydrogen, halogen, or Cj-Cg alkyl; 

R 2 , R 3 , and R 4 are independently hydrogen, Cj-Cg alkyl, -(CH 2 ) n -N-piperidinyl, 
-(CH 2 )n-N-piperazinyl, -(CH 2 ) n -N i -piperazinyI[N 4 -(C ] -C 6 )alkyl], 
-(CH 2 VN-pyrrolidyl, -(CH 2 ) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, 
-(CH 2 ) n -imidazoyl, -(CH 2 ) n -N-morpholino, -(CH 2 ) n -N-thiomorpholino, 

15 -(CH 2 ) n -N-hexahydroazepine or substituted C \ -Cg alkyl, wherein the 

A 
I 

substituents are selected from -OH, -NH 2 , or -N-B, A and B are 
independently hydrogen, Ci-C 6 alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 

20 piperidinyl, -(CH 2 ) n -N-piperazinyl, -(CH 2 ) n -N i -piperazinyl[N4- 

(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -N-pyridyl, 
-(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl; 
Z 1 , Z 2 , or Z 3 are independently hydrogen, halogen, C\-C^ alkyl, C3-C8 
cycloalkyl, Cj-Cg alkoxy, C 3 -Cg cycloalkoxy, nitro, Cj-Cg 

2 5 perfluoroalkyl, hydroxy, C 1 -Cg acyloxy, -NH 2 , -NH(C 1 -C 6 alkyl), 

-N(Ci-C 6 alkyl) 2 , -NH(C 3 -C 8 cycloalkyl), -N(C 3 -C 8 cycloalkyl) 2 , 
hydroxymethyl, Cj-Cg acyl, cyano, azido, C1-C6 thioalkyl, 
Ci-Cg sulfinylalkyl, Cj-Cg sulfonylalkyl, C3-C8 thiocycloalkyl, 
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C 3 -C 8 sulfinylcycloalkyl, C 3 -C 8 sulfonylcycloalkyl, mercapto, 
Cj-Cg alkoxycarbonyl, C 3 -C 8 cycloalkoxycarbonyl, C 2 -C 4 alkenyl, 
C 4 -Cg cycloalkenyl, or C 2 -C 4 alkynyl; 
R5 is hydrogen, halogen, Cl -C 6 perfluoroalkyl, U-difluoroCCj-^alkyl, 
C!-C 6 alkyl, -(CH 2)n .N-piperidinyl, -(CH 2 ) n -pip e razin y l, 
<CH 2 ) n -piperaziny^ 

-(CH 2 ) n -pyridinyl, -(CH 2 )n-N-imidazoyl, -(CH 2 ) n -N-morpholino, 
-(CH 2 ) n -N-thiomorpholino, -C=CH 2 , ^H^H-CCj-C^alkyl, 

H 

"( C H 2 ) n -N-hexahyoToa 2 epme,KCH 2 ) n NH 2 ,-(CH 2 ) n ^^ 
-(C^^NCCi-CgalkyOs, -l-oxoCCi-C^alkyl, carboxy, 
(C 1 -C 6 )alkyloxycarbonyl, N-(C 1 -C 6 )alkylcarbamoyl, phenyl or 
substituted phenyl, wherein the substituted phenyl can have from one to 
three substituents independently selected from Z \ , Z 2, Z 3 or a monocyclic 
heteroaryl group, and each Cj-Cg alkyl group can be substituted with -OH, 
-NH 2 or -NAB, where A and B are as defined above; Rl3 is hydrogen or 
halogen; and 

n is 1 to 4, and the pharmaceutical* acceptable salts, esters, amides, and prodrugs 
thereof. 

In another preferred embodiment, present invention also provides 
compounds having the Formula II 



R 16 



wherein Q is 
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10 



15 



20 




, or 



N 




N 

J 



p is 0 or 1 ; 

X is -D-E-F, and Y is -SR 4 , -OR 4 , -NHR 3 or hydrogen, or X is -SR 4 , -OR 4 , 
-NHR3 or hydrogen, and Y is -D-E-F; 

R2 R2 R 2 H R2 r2 R 2 r2 H r2 r2 r 2 

I I I I I I I I I I I I 

D is -N-, -O-, -C-, -N-N-, -N-O-, -C-N-, -C-O-, -C- C-, -N-C-, -O-C-, -S-C-, 

III I I I I I I 
HHH HHHH H H 



H 

or absent; 



O 



0 O O 

II II II 
E is -C-, -S-, -P-, or -S 

II I 
O OR2 

RlR5 

1 I 

F is -C=C, -C=C-R 5 , or -C=C=C; 

I I 

H H 



Rl RS 
I I 



O O R2 R2 

II II II 
provided that when E is -S- or -S-, D is not -N-C-, or -OC; 

II I I I 

25 O H H H 

S a is a group W(CH 2 ), (CH 2 )W, or W, in which W is O, wherein m is 0, 

1 or 2, or NR a wherein R a is hydrogen or a C\.g alkyl group; 
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each R14 is independently selected from the group comprising hydrogen, hydroxy, 
halogen, alkyl, Cj-Q alkoxy, C X -C A alkylamino, 

di-tCj^alkyyamino, C1-C4 alkylthio, C X -C A alkylsulphinyl, C1-C4 
alkylsulphonyl, C X -C 4 alkylcarbonyl, C1-C4 alkylcarbamoyl, di-CCj-Q 
alkyl]carbamoyl, carbamyl, Cj-C 4 alkoxycarbonyl, cyano, nitro, and 
trifluoromethyl; or Rl4 i s r22 ; 

R!6 is a group ZRH wherein Z is joined to Rl? through a (CH 2 )p group in which 
P is 0, 1, or 2 and Z represents a group V(CH 2 ), V(CF 2 ), (CH 2 )V, (CF^V 
or V in which V is a hydrocarbyl group containing 0, 1, or 2 carbon atoms, 
carbonyl, CH(OH), sulphonamide, amide, O, S(0) m , or NRb where Rb is 
hydrogen or Rb i s d-C 4 alkyl; or Rl6 i s x*-Qa ; 

and Rl 7 is ^ optionally substituted C 3 -C 6 cycloalkyl; or an optionally substituted 
5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or heterocyclic moiety; 

or Rl6 is a group ^17 in which z . g ^ ^ NRb ^ R , ? m 

optionally substituted 5-, 6-, 7-, 8-, 9-, or 10-membered heterocyclic 
moiety; 

Xa is a group of the formula CO, C(R33 )2) cH(OR33), C(R33 )2) _ C( r33 )25 

CCRSS^c^SS), CsC , CH(CN), O, S, SO, SO2, CONR33, S0 2 NR33, 
NR33 CO , NR33 S 0 2 , OC(R33 )2 , SC(R33 )2 , C(R33) 2 o, or C(r33) 2 s 
wherein each R33 is independently hydrogen or (Ci-C 4 )alkyl; and 
Q a is a phenyl or naphthyl group or a 5- or 6-membered heteroaryl moiety 
containing 1, 2, or 3 heteroatoms selected from oxygen, nitrogen and 
sulphur, which heteroaryl moiety is a single ring or is fused to a benzo 
ring, and wherein said phenyl or naphthyl group or heteroaryl moiety is 
optionally substituted with 1, 2, or 3 substituents selected from halogeno, 
trifluoromethyl, cyano, carbamoyl, hydroxy, amino, nitro, (C 2 -C 4 )alkyl, 
(Ci-C 4 )alkoxy, (d-C 4 )alkylamhio, di-[(d-C 4 )alkyl]amino, 
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(C2-C4)alkanoylamino, N-(Cj-C4 )aIkylcarbamoyl and N, N-di-[(Ci-C4) 
alkyljcarbamoyl; 

each R 22 i s independently halogen, trifluoromethyl, amino, nitro, cyano, or 
(C2-C4)alkanoylamino; 

5 R 1 is hydrogen, halogen, or C1-C6 alkyl; 

R 2 , R 3 , and R 4 are independently hydrogen, CpCg alkyl, <CH 2 ) n -N-piperidinyl, 
-(CH 2 ) n -N-piperazinyl, -(CH 2 ) n -N 1 _piperazinyl[N 4 -(C j -C 6 )alkyl], 
-(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -pyridinyl, <CH 2 ) n -N-imidazoyl, 
-(CH 2 ) n -imidazoyl, -(CH 2 ) n -N-morpholino, -(CH 2 ) n -N-thiomorpholino, 
1 0 -(CH 2 ) n -N-hexahydroazepine or substituted Cj -Cg alkyl, wherein the 

A 
I 

substituents are selected from -OH, -NH 2 , or -N-B, A and B are 
independently hydrogen, C\-C^ alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 

1 5 piperidinyl, -(CH 2 ) n -N-piperaziny 1, -(CH 2 ) n -N \ -piperazinyl[N 4 - 

(Ci-C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -N-pyridyl, 
-(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl; 
E 1 , E 2 , or E 3 are independently hydrogen, halogen, Cj-Cg alkyl, C3~Cg 
cycloalkyl, Cj-Cg alkoxy, C3-C8 cycloalkoxy, nitro, C]-C 6 

20 perfluoroalkyl, hydroxy, C 1 -C 6 acyloxy, -NH 2 , -NH(C 1 -C 6 alkyl), 

-NtCi-Ce alkyl) 2 , -NH(C 3 -Cg cycloalkyl), -N(C 3 -C 8 cycloalkyl) 2 , 
hydroxymethyl, C \ -Cg acyl, cyano, azido, C 1 -Cg thioalkyl, 
Ci-Cg sulfinylalkyl, C\-C£ sulfonylalkyl, C3~Cg thiocycloalkyl, 
C3-C8 sulfinylcycloalkyl, C3-Cg sulfonylcycloalkyl, mercapto, 

25 c r c 6 alkoxycarbonyl, C3«Cg cycloalkoxycarbonyl, C 2 -C4 alkenyl, 

c 4- c 8 cycloalkenyl, or C 2 -C4 alkynyl; 
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R 5 is hydrogen, halogen, C^Cg perfluoroalkyl, U-difluoro(Ci-C 6 )alkyl, 
alkyl, -(CH 2 ) n -N-piperidinyl, -(CH 2 ) n -piperazinyl, -(CH 2 ) n - 
piperazinyl^-Cd-C^alkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -pyridinyl, 
-(CH 2 )n-N-imidazoyl, -(CH 2 ) n -N-morphoiino, 
-(CH 2 ) n -N-thiomorpholino, -C=CH 2 , -CH=CH-(C]-C 6 )alkyl, 

H 

-(CH 2 ) n -N-hexahydroazepine, -(CH 2 ) n NH 2 ,KCH 2 ) n NH(C 1 -C 6 alkyl), 
-(CH^nNCC^Cealkyl)^ -l-oxo(C 1 -C 6 )alkyl, carboxy, 
(C 1 -C 6 )alkyloxycarbonyl, N-(Ci-C 6 )alkylcarbamoyl, phenyl or 
substituted phenyl, wherein the substituted phenyl can have from one to 
three substituents independently selected from E 1 , £3 or a monocyclic 
heteroaryl group, and each C 1 -C 6 alky] group can be substituted with -OH, 
-NH 2 or -NAB, where A and B are as defined above; and 

n is 1 to 4, and the pharmaceutical^ acceptable salts, esters, amides, and prodrugs 
thereof. 

In another embodiment, the present invention provides compounds having 
the Formula II 




R 16 



20 wherein Q is 
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10 



15 



20 



25 



p is 0 or 1 ; 

X is -D-E-F, and Y is -SR 4 , -OR 4 , -NHR3 or hydrogen, or X is -SR 4 , -OR 4 , 
-NHR 3 or hydrogen, and Y is -D-E-F; 
R 2 R 2 r2r R 2 R 2 r2 r2 H R 2 r2 R 2 

! I I I I I I I I I I I 

D is -N-, -O-, -C-, -N-N-, -N-0-, -C-N-, -C-O-, -C- C-, -N-C-, -O-C-, -S-C-, 



I III 
H H H H 

or absent; 

O O O O 

II II II II 
E is -C-, -S-, -P-, or -S-; 

II I 
O OR 2 

R 1 R 5 Rl R5 

II II 

F is -C=C, -C=C-R 5 , or -C=C=C; 

I I 
H H 

O O 



I I 

H H HH 



I 

H 



H 



R 2 
I 



R 2 



provided that when E is -S- or -S-, D is not -N-C-, or -OC; 

II III 
O H H H 

S a is a group W(CH 2 ), (CH 2 )W, or W, in which W is O, S(0) m wherein m is 0, 
1 or 2, or NR a wherein R a is hydrogen or a C] _g alkyl group; 
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each R.14 j s independently selected from the group comprising hydrogen, hydroxy, 
halogen, C1-C4 alkyl, C!-C 4 alkoxy, C!-C 4 alkylamino, 
di-[Ci-C4alkyl]amino, C1-C4 alkylthio, C1-C4 alkylsulphinyl, C1-C4 
alkylsulphonyl, C!-C 4 alkylcarbonyl, C!-C 4 alkylcarbamoyl, di-[Ci-C4 
5 alkyl]carbamoyl, carbamyl, C1-C4 alkoxycarbonyl, cyano, nitro, and 

trifluoromethyl; or R 1 4 is R 22 ; 

R 16 is a group ZR 17 wherein Z is joined to R 17 through a (CH2)p group in which 
p is 0, 1, or 2 and Z represents a group V(CH 2 ), V(CF 2 ), (CH 2 )V, (CF 2 )V 
or V in which V is a hydrocarbyl group containing 0, 1 , or 2 carbon atoms, 
1 0 carbonyl, CH(OH), sulphonamide, amide, O, S(0) m , or NR*> where R*> is 

hydrogen or R*> is Ci-C 4 alkyl; or Rl6 i s X a -Qa; 

and R* 7 is an optionally substituted C 3 -C 6 cycloalkyl; or an optionally substituted 
5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or heterocyclic moiety; 

or Rl6 i s a gr OU p Z r17 in which z is NR b md NR b and R 17 together form an 
15 optionally substituted 5-, 6-, 7-, 8-, 9-, or 1 0-membered heterocyclic 

moiety; 

X a is a group of the formula CO, C(R33) 2 , CH(OR 3 3), C(R33) 23 _c(r33) 2j 

C(R33)=C(R33), OC, CH(CN), O, S, SO, S0 2j CONR33, S0 2 NR33, 

NR33CO, NR33so 2 , OC(R33) 2 , SC(R33) 2j C(R33) 2 o, or C(R33) 2 s 

20 wherein each R 3 3 1S independently hydrogen or (C \ -C 4 )alkyl; and 

Q a is a phenyl or naphthyl group or a 5- or 6-membered heteroaryl moiety 

containing 1, 2, or 3 heteroatoms selected from oxygen, nitrogen and 
sulphur, which heteroaryl moiety is a single ring or is fused to a benzo 
ring, and wherein said phenyl or naphthyl group or heteroaryl moiety is 
25 optionally substituted with 1, 2, or 3 substituents selected from halogeno, 

trifluoromethyl, cyano, carbamoyl, hydroxy, amino, nitro, (Ci-C4)alkyl, 
(Ci-C^alkoxy, (Ci-C 4 )alkylamino, di-[(C 1 -C 4 )alkyl] amino, 
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(C2-C4)alkanoylamino, N^(Ci-C4.)alkylcarbamoyl and N, N-di-[(Ci-C4) 
alkyl]carbamoyl; 

each R 22 is independently halogen, trifluoromethyl, amino, nitro, cyano, or 
(C2-C4)alkanoylamino; 

R 1 is hydrogen, halogen, or C\-C$ alkyl; 

R 2 , R 3 , and R 4 are independently hydrogen, CpC^ alkyl, -(CH 2 ) n -N-piperidinyl, 
"( CH 2)n-N-piperazinyl, -(CH2VN 1 .piperaziny 1 [N4-(C 1 -C6)alky 1] , 
-( CH 2)n-N-pyrrolidyl, -(CH 2 ) n -pyridihyl, -(CH 2 ) n -N-imidazoyl, 
-(CH 2 ) n -imidazoyl, -(CH 2 )n-N-morpholino, -(CH 2 ) n -N-thiomorpholino, 
-(CH 2 ) n -N-hexahydroazepine or substituted Cj-Cg alkyl, wherein the 

A 
I 

substituents are selected from -OH, -NH2, or -N-B, A and B are 
independently hydrogen, C\-C 6 alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 
piperidinyl, -(CH 2 ) n -N-piperazinyl, -(CH 2 ) n -N 1 -piperazinyl[N 4 - 
(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -N-pyridyl, 
-(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl; 
E 1 , E 2 , or E 3 are independently hydrogen, halogen, Cj-C6 alkyl, C3-Cg 
cycloalkyl, Cj-Cg alkoxy, C3-C8 cycloalkoxy, nitro, Cj-Cg 
perfluoroalkyl, hydroxy, C\-Cg acyloxy, -NH 2 , -NH(Ci-C 0 alkyl), 
-N(C 1 -C 6 alkyl) 2 , -NH(C 3 -C 8 cycloalkyl), -N(C 3 -C 8 cycloalkyl) 2 , 
hydroxymethyl, Ci-Cg acyl, cyano, azido, C]-C6 thioalkyl, 
Cj-Cg sulfinylalkyl, Ci-Cg sulfonyl alkyl, C3-C8 thiocycloalkyl, 
C3-C8 sulfmylcycloalkyl, C3-C8 sulfonylcycloalkyl, mercapto, 
C1-C6 alkoxycarbonyl, C3-C8 cycloalkoxycarbonyl, C2-C4 alkenyl, 
C4-C8 cycloalkenyl, or C2-C4 alkynyl; 



WO 99/06378 PCT/US98/1 5784 

-44- 

R 5 is hydrogen, halogen, Ci-Cg perfluorbalkyl, l,l-difluoro(Ci-C6)alkyl, 

C^Cg alkyl, -(CH 2 ) n -N-piperidinyl, -(CH 2 ) n -piperazinyl, 

-( CH 2)n-piperazinyl[N 4 -(C ] -C 6 )alkyl] 5 -(CH 2 )n-N-pyrrolidyl, 

^CH 2 ) n -pyridinyl, -(CH 2 )n-N-imidazoyl, -(CH 2 ) n -N-morpholino, 

-(CH 2 ) n -N-thiomoipholino 5 -C=CH 2 , -CH=CH-(C 1 -C 6 )alkyl, 

I 

H 

-(CH 2 ) n -N-hexahydroazepine, -(CH 2 ) n NH 2 ,-(CH 2 ) n NH(C i -C 6 alkyl), 
-(CH^nNCCi-Cealkyl^, -l-oxo(C 1 -C 6 )alkyl, earboxy, 
(Ci-C^alkyloxycarbonyl, N-(C 1 -C6)alkylcarbamoyl, phenyl or 
substituted phenyl, wherein the substituted phenyl can have from one to 
three substituents independently selected from E 1 , E 2 , E 3 or a monocyclic 
heteroaryl group, and each Cj-Cg alkyl group above in R 5 can be 
substituted with -OH, -NH 2 or -NAB, where A and B are as defined above; 
and 

n is 1 to 4, and the pharmaceutical^ acceptable salts, esters, amides, and prodrugs 
thereof. 

The term "alkyl" means a straight or branched chain hydrocarbon. 
Representative examples of alkyl groups are methyl, ethyl, propyl, isopropyl, 
isobutyl, butyl, tert-butyl, sec-butyl, pentyl, and hexyl. 

The term "alkoxy" means an alkyl group attached to an oxygen atom. 
Representative examples of alkoxy groups include methoxy, ethoxy, tert-butoxy, 
propoxy, and isobutoxy. 

The term "halogen" includes chlorine, fluorine, bromine, and iodine. 

The term "alkenyl" means a branched or straight chain hydrocarbon having 
one or more carbon-carbon double bond. 

The term "cycloalkyl" means a cyclic hydrocarbon. Examples of cycloalkyl 
groups include cyclopropyl, cyclobutyl, cyclopentyl, and cyclohexyl. 

The term "cycloalkoxy" means a cycloalkyl group attached to an oxygen 

atom. 
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The term "perfluoroalkyl" means an alkyl group in which all the hydrogen 
atoms have been replaced by fluorine atoms. 

The term "acyl" means a group derived from an organic acid by removal of 
the hydroxy group (-OH). 
5 The term "acyloxy" means an acyl group attached to an oxygen atom. 

The term 4t thioalkyl" means an alkyl group attached to a sulfur atom. 

The term "sulfinylalkyl" means a sulfinyl group attached to an alkyl group. 

The term "sulfonylalkyl" means a sulfonyl group attached to an alkyl 

group. 

10 The term "thiocycloalkyl" means a cycloalkyl group attached to a sulfur 

atom. 

The term "sulfinylcycloalkyl" means a sulfinyl group attached to a 
cycloalkyl group. 

The term "sulfonylcycloalkyl" means a sulfonyl group attached to a 
15 cycloalkyl group. 

The term "mercapto" means a -SH group. 

The term "alkoxycarbonyl" means an alkoxy group attached to a carbonyl 

group. 

The term "cycloalkoxycarbonyl" means a cycloalkyoxy group attached to a 
20 carbonyl group. 

The term "cycloalkenyP' means a cyclic hydrocarbon containing one or 
more carbon-carbon double bond. 

The term "alkynyl" means a hydrocarbon having one or more 
carbon-carbon triple bond. 
25 The term "monocyclic heteroaryl" mean a heterocyclic aryl compound 

having only one ring structure. The cyclic compound is aromatic and contains one 
or more heteroatom. Examples of heteroatoms include, but are not limited to, 
nitrogen, oxygen, sulfur, and phosphorus. Examples of monocyclic heteroaryl 
groups include, but are not limited to, pyridyl, thienyl, and imidazoyl. 
30 The symbol "-" represents a covalent bond. 

The compounds of Formulas 1 or II are irreversible inhibitors of tyrosine 
kinases, particularly EGF tyrosine kinase. A therapeutically effective amount of 
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the compounds of Formula I or II can be administered to a patient having cancer or 
a patient having restenosis or at risk of having restenosis or a patient having 
psoriasis, atherosclerosis, or endometriosis. Those skilled in the art are readily 
able to identify patients having cancer, restenosis, psoriasis, atherosclerosis, or 
endometriosis, and patients who are at risk of developing restenosis. The term 
"patient" means animals such as dogs, cats, cows, sheep, and also includes 
humans. 

The compounds of the present invention can be administered to humans 
and animals either orally, rectally, parenterally (intravenously, intramuscularly or 
subcutaneously), intracisternally, intravaginally, intraperitoneally, intravesically, 
locally (powders, ointments, or drops), or as a buccal or nasal spray. The 
compounds can be administered alone or as part of a pharmaceutical^ acceptable 
composition that includes pharmaceutically acceptable excipients. It is noted that 
more than one compound of Formula I or II can be administered either 
concurrently or sequentially. 

Compositions suitable for parenteral injection may comprise 
physiologically acceptable sterile aqueous or nonaqueous solutions, dispersions, 
suspensions or emulsions, and sterile powders for reconstitution into sterile 
injectable solutions or dispersions. Examples of suitable aqueous and nonaqueous 
carriers, diluents, solvents, or vehicles include water, ethanol, polyols 
(propyleneglycol, polyethyleneglycol, glycerol, and the like), suitable mixtures 
thereof, vegetable oils (such as olive oil) and injectable organic esters such as 
ethyl oleate. Proper fluidity can be maintained, for example, by the use of a 
coating such as lecithin, by the maintenance of the required particle size in the 
case of dispersions and by the use of surfactants. 

These compositions may also contain adjuvants such as preserving, 
wetting, emulsifying, and dispensing agents. Prevention of the action of 
microorganisms can be ensured by various antibacterial and antifungal agents, for 
example, parabens, chlorobutanol, phenol, sorbic acid, and the like. It may also be 
desirable to include isotonic agents, for example sugars, sodium chloride, and the 
like. Prolonged absorption of the injectable pharmaceutical form can be brought 
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about by the use of agents delaying absorption, for example, aluminum 
monostearate and gelatin. 

Solid dosage forms for oral administration include capsules, tablets, pills, 
powders, and granules. In such solid dosage forms, the active compound is 
admixed with at least one inert customary excipient (or carrier) such as sodium 
citrate or dicalcium phosphate or (a) fillers or extenders, as for example, starches, 
lactose, sucrose, glucose, mannitol, and silicic acid; (b) binders, as for example, 
carboxymethylcellulose, alignates, gelatin, polyvinylpyrrolidone, sucrose, and 
acacia; (c) humectants, as for example, glycerol; (d) disintegrating agents, as for 
example, agar-agar, calcium carbonate, potato or tapioca starch, alginic acid, 
certain complex silicates, and sodium carbonate; (e) solution retarders, as for 
example paraffin; (f) absorption accelerators, as for example, quaternary 
ammonium compounds; (g) wetting agents, as for example, cetyl alcohol and 
glycerol monostearate; (h) adsorbents, as for example, kaolin and bentonite; and 
(i) lubricants, as for example, talc, calcium stearate, magnesium stearate, solid 
polyethylene glycols, sodium lauryl sulfate, or mixtures thereof In the case of 
capsules, tablets, and pills, the dosage forms may also comprise buffering agents. 

Solid compositions of a similar type may also be employed as fillers in 
soft- and hard-filled gelatin capsules using such excipients as lactose or milk 
sugar, as well as high molecular weight polyethylene-glycols, and the like. 

Solid dosage forms such as tablets, dragees, capsules, pills, and granules 
can be prepared with coatings and shells, such as enteric coatings and others well- 
known in the art. They may contain opacifying agents, and can also be of such 
composition that they release the active compound or compounds in a certain part 
of the intestinal tract in a delayed manner. Examples of embedding compositions 
which can be used are polymeric substances and waxes. The active compounds 
can also be in micro-encapsulated form, if appropriate, with one or more of the 
above-mentioned excipients. 

Liquid dosage forms for oral administration include pharmaceutically 
acceptable emulsions, solutions, suspensions, syrups, and elixirs. In addition to the 
active compounds, the liquid dosage forms may contain inert diluents commonly 
used in the art, such as water or other solvents, solubilizing agents and emulsifiers, 
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as for example, ethyl alcohol, isopropyl alcohol, ethyl carbonate, ethyl acetate, 
benzyl alcohol, benzyl benzoate, propyleneglycol, 1,3-butyleneglycol, 
dimethylformamide, oils, in particular, cottonseed oil, groundnut oil, corn germ 
oil, olive oil, castor oil and sesame oil, glycerol, tetrahydrofurfuryl alcohol, 
polyethyleneglycols and fatty acid esters of sorbitan or mixtures of these 
substances, and the like. 

Besides such inert diluents, the composition can also include adjuvants, 
such as wetting agents, emulsifying and suspending agents, sweetening, flavoring, 
and perfuming agents. 

Suspensions* in addition to the active compounds, may contain suspending 
agents, as for example, ethoxylated isostearyl alcohols, polyoxyethylene sorbitol 
and sorbitan esters, microcrystalline cellulose, aluminum metahydroxide, 
bentonite, agar-agar and tragacanth, or mixtures of these substances, and the like. 

Compositions for rectal administrations are preferably suppositories which 
can be prepared by mixing the compounds of the present invention with suitable 
non-irritating excipients or carriers such as eocoa butter, polyethyleneglycol or a 
suppository wax, which are solid at ordinary temperatures but liquid at body 
temperature and therefore, melt in the rectum or vagina:! cavity and release the 
active component. 

Dosage forms for topical administration of a compound of this invention 
include ointments, powders, sprays, and inhalants. The active component is 
admixed under sterile conditions with a physiologically acceptable carrier and any 
preservatives, buffers, or propellants as may be required. Ophthalmic 
formulations, eye ointments, powders, and solutions are also contemplated as 
being within the scope of this invention. 

The term "pharmaceutical^ acceptable salts, esters, amides, and prodrugs" 
as used herein refers to those carboxylate salts, amino acid addition salts, esters, 
amides, and prodrugs of the compounds of the present invention which are, within 
the scope of sound medical judgement, suitable for use in contact with the tissues 
of patients without undue toxicity, irritation, allergic response, and the like, 
commensurate with a reasonable benefit/risk ratio, and effective for their intended 
use, as well as the zwitterionic forms, where possible, of the compounds of the 
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invention. The term "salts" refers to the relatively non-toxic, inorganic and organic 
acid addition salts of compounds of the present invention. These salts can be 
prepared in situ during the final isolation and purification of the compounds or by 
separately reacting the purified compound in its free base form with a suitable 
organic or inorganic acid and isolating the salt thus formed. Representative salts 
include the hydrobromide, hydrochloride, sulfate, bisulfate, nitrate, acetate, 
oxalate, valerate, oleate, palmitate, stearate, laurate, borate, benzoate, lactate, 
phosphate, tosylate, citrate, maleate, fumarate, succinate, tartrate, naphthylate, 
mesylate, glucoheptonate, lactobionate and laurylsulphonate salts, and the like. 
These may include cations based on the alkali and alkaline earth metals, such as 
sodium, lithium, potassium, calcium, magnesium, and the like, as well as non- 
toxic ammonium, quaternary ammonium, and amine cations including, but not 
limited to ammonium, tetramethylammonium, tetraethylammonium, methylamine, 
dimethylamine, trimethylamine, triethylamine, ethylamihe and the like (see, for 
example, S.M. Berge, et ai., "Pharmaceutical Salts; ' J Pharm Sci, 
1977;66:1-19 which is incorporated herein by reference). 

Examples of pharmaceutically acceptable, non-toxic esters of the 
compounds of this invention include C^-Cg alkyl esters wherein the alkyl group is 
a straight or branched chain. Acceptable esters also include C5-C7 cycloalkyl 
esters as well as arylalkyl esters such as, but not limited to benzyl. C1-C4 alkyl 
esters are preferred. Esters of the compounds of the present invention may be 
prepared according to conventional methods. 

Examples of pharmaceutically acceptable, non-toxic amides of the 
compounds of this invention include amides derived from ammonia, primary 
Cj-Cg alkyl amines and secondary Cj-Cg dialkyl amines wherein the alkyl groups 
are straight or branched chain. In the case of secondary amines, the amine 
may also be in the form of a 5- or 6-membered heterocycle containing one 
nitrogen atom. Amides derived from ammonia, C1-C3 alkyl primary amines and 
C1-C2 dialkyl secondary amines are preferred. Amides of the compounds of the 
invention may be prepared according to conventional methods. 
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The term "prodrug" refers to compounds that are rapidly transformed 
in vivo to yield the parent compound of the above formulas, for example, by 
hydrolysis in blood. A thorough discussion is provided in T. Higuchi and 
V. Stella, "Pro-drugs as Novel Delivery Systems," Vol. 14 of the A.C.S. 
Symposium Series, and in Bioreversible Carriers in Drug Design, ed. Edward B. 
Roche, American Pharmaceutical Association and Pergamon Press, 1987, both of 
which are incorporated herein by reference. 

The compounds of the present invention can be administered to a patient at 
dosage levels in the range of about 0,1 to about 1 ,000 mg per day. For a normal 
human adult having a body weight of about 70 kg, a dosage in the range of about 
0.01 to about 100 mg per kilogram of body weight per day is sufficient. The 
specific dosage used, however, can vary. For example, the dosage can depend on a 
number of factors including the requirements of the patient, the severity of the 
condition being treated, and the pharmacological activity of the compound being 
used. The determination of optimum dosages for a particular patient is well- 
known to those skilled in the art. 

The compounds of the present invention can exist in different 
stereoisometric forms by virtue of the presence of asymmetric centers in the 
compounds. It is contemplated that all stereoisometric forms of the compounds as 
well as mixtures thereof, including racemic mixtures, form part of this invention. 

In addition, the compounds of the present invention can exist in unsolvated 
as well as solvated forms with pharmaceutical^ acceptable solvents such as water, 
ethanol, and the like. In general, the solvated forms are considered equivalent to 
the unsolvated forms for the purposes of the present invention. 

It is intended that the compounds of Formula 1 or II be either synthetically 
produced or biologically produced. 

The following examples illustrate particular embodiments of the invention 
and are not intended to limit the specification, including the claims, in any 
manner. 
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GENERAL SYNTHETIC SCHEMES 



Amine-Linked Alkylating Michael Acceptor Sidechains 

The amine is acylated either by an acid in the presence of a coupling agent 
such as ED AC, or by an acid chloride. The amine in turn can be made by 
5 reduction of the corresponding nitro compound, displacement of a halogen by an 

amine or ammonia equivalent, or in the case of pyrido[4,3-d]pyrimidines by direct 
incorporation during the synthesis. 2-Haloalkylsulfonyl halides form vinyl 
sulfonamides when treated with the aryl amine and excess tertiary amine base. 
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C/N means either a carbon or nitrogen atom is present at that location. 
— means a bond or no bond. 

Oxygen-Linked Alkylating Michael Ar^ptor Sidechain* 
The hydroxyl group is acylated either by an acid in the presence of a coupling 
agent such as EDAC, or by an acid chloride. The hydroxy! compound can in turn 
can be made by cleavage of the corresponding methyl ether. 3-Methylthioalkanoic 
acid or their acid chlorides can be used to acylate the oxygen followed by 
S-alkylation or oxidation and basic or thermal elimination. 
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MeO 




At and R denote an aryl group and R denotes an organic group as exemplified 
herein. 

5 Carbon-Linked Alkylating Michael Acceptor Sidechains 

A Stille or Suzuki coupling can be used to couple the sidechain to an 
appropriately substituted quinazoline/pyridopyrimidine/pyrimidinopyrimidine/ 
tricycle. These in turn can be made as aryl halides by methods known in the art, or 
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as aryl triflates by triflation of the hydroxyl compounds described above, as aryl 
stannanes by reaction of the abovementioned triflates with hexamethyl distannane, 
or as arylboronic acids by conversion of aryl iodides to arylorgano-metallics, 
followed by treatment with borate esters and hydrolysis. Alternatively, aryl iodides 
can be converted to the arylzinc species and coupled with activated halides. 
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Sulfur-Linked Alkylating Michael Acceptor Sidechains 

Activated halides in pyridopyrimidines and pyrimidinopyrimidines can be 
displaced by suitable 2-hydroxythiolates, and these in turn can be oxidized to 
5 sulfones, and then water eliminated by treatment with mesyl chloride and several 

equivalents of a base. For quinazolines, and claimed tricycles, either an activated 
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halogen especially fluorine can be used in the sequence just described for 
pyridopyrimidines, or an aryl iodide precursor can be metalated, quenched with 
sulfur or a suitable sulfur electrophilic progenitor and then the resultant aryl thiol 
used to open a terminal epoxide, giving a 2-hydroxy thioether which can be 
converted onto a vinyl sulfone by oxidation and water elimination as described 
above. 
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Hydrazino-Linked Alkylating Michael Acceptor Sidechains 

Activated halides in pyridopyrimidines and pyrimidinopyrimidines and 
appropriately substituted quinazolines can be displaced by a (N-alkyl) hydrazine. 
5 Alternatively, an amino-derivative of the desired ring nucleus can be diazotized, 

and then reduced to the hydrazine. The distal nitrogen of the hydrazine can then be 
acylated, sulfonylated or phosphorylated, by methods well-known to one skilled in 
the art. 
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Hvdroxvla mino-O-Linked Alkylating Michael Acceptor Sidechains 

Activated halides in pyridopyrimidines and pyrimidinopyrimidines and 
appropriately substituted quinazolines can be displaced by a suitably O-protected 
(N-alkyl) hydroxylamine. Alternatively, a nitro-derivative of the desired ring 
nucleus can be synthesized, and then reduced to the hydroxylamine under 
appropriate mildly reducing conditions. The oxygen of the hydroxylamine can 
then be acylated, sulfonylated or phosphorylated, by methods well-known to one 
skilled in the art. 
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Methvleneamino-N-Linked Alkylating Michael Acceptor Sidechains 

Activated halides in pyridopyrimidines and pyrimidinopyrimidines and 
appropriately substituted quinazolines can be displaced by cyanide, preferably in 
5 the presence of copper or nickel salt catalysis. Alternatively, an amino-derivative 

of the desired ring nucleus can be diazotized, and then converted to the nitrile as 
described above. In some cases, the nitrile functionality can be incorporated into 
the heterocycle earlier in the synthesis, either as itself, or via a carboxylic acid or 
aldehyde, both of which can readily be turned into nitrile compounds by one 
10 skilled in the art. Reduction of the nitrile to a methyleneamine is followed by 

nitrogen acylation, sulfonylation or phosphorylation, by methods well-known to 
one skilled in the art. 
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Methyleneoxv-OLinked Alkylating Michael Acceptor Sidechains 

Hydroxymethyl compounds can be incorporated into appropriate 
5 heterocycles in many ways obvious to one skilled in the art. For example, 

iodoquinazolines may be carbonylated in a Heck reaction, and then reduced with 
NaBH4 to the desired precursor. Aminopyridopyrimidines may be diazotized, 

converted to the nitrile, partially reduced to an imine, hydrolysed, and the resultant 
aldehyde reduced to hydroxymethyl. The oxygen of the hydroxymethyl can then be 
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acylated, sulfonylated or phosphorylated, by methods well-known to one skilled in 
the art 




5 Ethano-Linked Alkylating Michael Acceptor Sidechains 

Michael addition of a cuprate, derived via an organozincate from an 
iodoquinazoline, to a divinylketone, or appropriately mono-masked derivative, 
followed by unmasking of the second unsaturated functionality, if required, will 
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give compounds of the desired type. Aldehydes derived from pyridopyrimidines or 
pyrimidopyrimidnes as described above can be homologated to the desired 
compounds by a wide variety of techniques such as the one illustrated, by one 
skilled in the art. 



5 
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Aminomethvl-C-Linked Alkylating Michael Acceptor Sidechains 

Amino-heterocycles of the type described throughout this application can 
be alkylated by various double bond-masked equivalents of l-bromobut-3-en- 
2-one, followed by unmasking of the unsaturation by methods known to one 
5 skilled in the art 
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Hydroxvmethvl-C-Linked Alkylating Michael Accentor Sidechains 

Hydroxy-heterocycles made as described previously from methoxy- 
heterocycles can be alkylated by various double bond-masked equivalents of 
l-bromobut-3-en-2-one, followed by unmasking of the unsaturation by methods 
known to one skilled in the art. Alternatively, alkylation of the phenol can be 
accomplished with chloroacetic acid, followed by conversion to an acyl chloride 
and Stille coupling of that acyl halide with an appropriate alkenyl stannarie. 
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Thiomethvl-C-Linked Alkylating Michael Acceptor Sidechains 

Appropriate mercapto-heterocycles, made by displacement of activated 
halides on the heteroaromatic ring, can be alkylated by various double bond- 
masked equivalents of l-bromobut-3-en-2-one, followed by unmasking of the 
5 unsaturation by methods known to one skilled in the art. Alternatively, alkylation 

of the thiol can be accomplished with chloroacetic acid, followed by conversion to 
an acyl chloride and Stille coupling of that acyl halide with an appropriate alkenyl 
stannane. 




BNSDOCID: <WO 9906378A1_I_> 




EXAMPLE 1 
N-f4-r4-Phenoxvanilino1quinazolin-6-vnacrvlamidc 

4-Phenoxvaniline. 

Phenol (1.89 g, 20 mmol) was added to a slurry of hexane-washed NaH 
(60% oil suspension, 820 mg, 20.5 mmol) in DMSO (20 mL), stirred under 
nitrogen at 20°C, producing strong gas evolution. After 30 minutes, 1-fluoro- 
4-nitrobenzene (2.82 g, 20 mmol) was added dropwise to the light grey slurry. 
After about 10 minutes, the reaction mixture became orange and quite strongly 
exothermic, and a lot of gas was evolved. After 2 hours, the reaction mixture was 
poured onto ice-water (200 mL), and the solid was collected by Buchner filtration, 
rinsed with water (2 x 50 mL), and air dried to give 4-nitrodiphenyl ether (3.945 g, 
91 .6%) as dull yellow crystals. 

*HNMR (DMSO-d 6 ): S 8.26 (2 H, AA'BB', J - 9.3 Hz), 7.50 (2 H, t, J = 8.3 Hz), 
7.31 (I H, t, J = 7.4 Hz), 7.19 (2 H, d, J = 7.6 Hz), 7.12 (2 H, AA'BB', J = 9.5 Hz). 

4-Nitrodiphenyl ether (3.92 g, 18 mmol) was hydrogenated over Raney 
nickel (1.5 g) in methanol (100 mL) at 25°C at 50 psi for 2 hours. The reaction 
mixture was celite filtered, and the volatiles were stripped rigourously under 
reduced pressure to give 4-phenoxyaniline (3.32 g, 97.6%) as an off-white solid. 
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lH NMR (DMSO-d 6 ): 8 7.29 (2 H, dd, J = 7.3, 8.9 Hz), 6.99 (1 H, t, J = 7.3 Hz), 

6.84 (2 H, dd, J = 1.1, 8.8 Hz), 6.76 (2 H, d, J = 8.8 Hz), 6.59 (2 H, d, J = 8.8 Hz), 
4.98 (2 H, brs). 

6-Nitro-4-f4-phenoxvanilino)quinazoline hydrochloride 

A suspension of crude 4-chloro-6-nitroquinazoline hydrochloride (5 mmol) 
(Morley J. S. and Simpson J. C. E., J. Chem. Soc, 1948:360) was refluxed under 
nitrogen with stirring in isopropanol (10 mL) containing 4-phenoxyaniline 
(926 mg, 5 mmol) and Af-dimethylaniline (1.215 g, 10 mmol) for 3 hours. The 
mixture was allowed to cool to 25°C, and the precipitate was collected by Buchner 
filtration, rinsed with isopropanol (2x10 mL) and dried at 60°C in a vacuum oven 
to give 6-amino-4-(4-phenoxyanilino)quinazoline hydrochloride (1.702 g, 86%) as 
an orange solid; mp 293-294°C. 
Calculated for C2oHi4N 4 C>3«HCl: 

C, 60.84; H, 3.83; N, 14.19%. 
Found: C, 61.09; H, 3.84: N, 14.05%. 

1 HNMR(DMSO-d 6 ):8 12.00 (1 H, brs), 9.88 (1 H, d, J = 2.4 Hz), 8.97(1 H, s), 
8.76 (1 H, dd, J = 2.3, 9.1 Hz), 8.16 (1 H, d, J = 9.3 Hz), 7.76 (2 H, d, J = 9.0 Hz), 
7.44 (2 H, dd, J = 7.6, 8.8 Hz), 7.18 ( 1 H, t, J = 7.3 Hz), 7.14 (2 H, d, J = 9.0 Hz), 
7.08 (2 H, d, J = 7.6 Hz). Mass spectrum (APCI) 359 (100 MH+). 

6-Amino-4-C4-phenoxvanilino)quinazoline 

A solution of 6-amino-4-(4-phenoxyanilino)quinazoline hydrochloride 
(1.65 g, 4.2 mmol) in methanol/THF (1:1, 100 mL) was hydrogenated over Raney 
nickel (1 g) at 50 psi and 27°C for 18 hours. The reaction mixture was celite 
filtered, and the volatiles were removed under reduced pressure. The glassy 
residue was partially redissolved in MeOH (25 mL), and dilute aqueous 
Na2CC»3 solution (0.1 M, 50 mL) was added with vigourous stirring. After 
2 hours, the precipitate was collected by Buchner filtration, rinsed with water 
(50 mL), air dried, and then purified by flash chromatography on silica gel, eluting 
with 2.5% then 4% MeOH in CH2CI2 to give 6-amino- 
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4-(4-phenoxyanilino)quinazoline (1.1 13 g, 80%) as a pale yellow glassy foam; 
mp 89-90°C, remelt 195-200°C. 
Calculated for C 20 H 16 N 4 O0.25 H 2 0: 

C, 72.16; H, 5.00; N, 16.84%. 
Found: C, 72.08; H, 4.84: N, 16.81%. 

!H NMR (DMSO-d 6 ): 8 9.38 (1 H, brs), 8.30 (1 H, s), 7.87 (2 H, d, J = 9.0 Hz), 
7.40 (1 H, d, J = 8.8 Hz), 7.38 (2 H, dd, J = 7.3, 8.6 Hz), 7.34 (1 H, d, J = 2.4 Hz), 
7.23 (1 H, dd, J = 2.4, 8.9 Hz), 7.1 1 ( 1 H, t, J = 7.4 Hz), 7.05 (2 H, d, J = 8.8 Hz), 
7.00 (2 H, d, J = 7.8 Hz), 5.58 (2 H, brs). Mass spectrum (APCI) 329 (100 MH+). 
N-r4-r4-PhennvY anilinolquinazolin-6-vnacrvlamide 

3,N-(N,N-Dimethylaminopropyl)-l,N-ethylcarbodiimide hydrochloride 
(EDAOHC1) (385 mg, 2.0 mmol) was added in one portion to a solution of 
6-amino-4-(4-phenoxyanilino)quinazoline (328 mg. 1 .0 mmol), acrylic acid 
(148 mg, 2.04 mmol), and pyridine (1 65 mg, 2. 1 mmol) in THF (10 mL) stirred 
under nitrogen at 0°C. After 4 hours at 0°C, tic ( 1 0% MeOH/CHCl 3 ) showed 
considerable SM, so the reaction mixture was stirred at 25°C for 2 hours. The 
mixture was recooled to 0°C, and water (2 mL) was added dropwise. This solution 
was poured onto rapidly stirred ice-water (40 mL). the pH was raised to 7 with 
saturated Na 2 C0 3 solution, and the very fine ppt was allowed to settle, collected 
by Buchner filtration, rinsed with water (2x10 mL). and dried in a vacuum oven 
at 65°C for 4 hours. The pale yellow solid was refluxed and sonicated in EtOAc 
(10 mL), filtered, and the filtrate was eluted through a small silica gel plug with 
EtOAc. The combined washings were stripped rigourously at 25°C under vacuum 
to give N-(4-[4-phenbxyanilino]quinazolin-6-yl)acrylamide (162 mg, 41%) as a 
pale yellow glass; mp 185-191°C. 

Calculated for C 2 3Hi8N40 2 C20H 16 N4O0.25 HC1«0.06 C 4 H 8 0 2 : 

C, 70.34; H, 4.76; N, 14.12%. 
Found: C, 70.42; H, 4.80: N, 13.90%. 

lH NMR (DMSO-d 6 ): 6 10.50 (1 H, si brs), 9.86 (1 H, si brs), 8.80 (1 H, d, 

J = 2.0 Hz), 8.50 (1 H, s), 7.89 (1 H, dd, J = 2.2, 9.0 Hz), 7.81 (2 H, d, J = 8.9 Hz), 
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7.77 (1 H, d, J = 9.0 Hz), 739 (2 H, dd, J = 7.6, 8.6 Hz), 7.12 (1 H, t, J = 7.4 Hz), 
7.06 (2 H, d, J = 8.8 Hz), 7.02 (2 H, d, J = 7.8 Hz), 6.53 (1 H, dd, J = 10.1, 
17.0 Hz), 6.34 (1 H, dd, J = 1.8, 17.0 Hz), 5.84 (1 H, dd, J = 1.8, 10.1 Hz). Mass 
spectrum (APCI) 383.1 (100 MH+). 

EXAMPLE 2 

N-(4-[4-Benzvloxyanilino1quinazolin-6-vnacrvlamide 4-Benzyloxvaniline. 

Benzyl alcohol (2.22 g, 20 mmol) was added to a slurry of hexane-washed 
NaH (60% oil suspension, 820 mg, 20.5 mmol) in DMSO (20 mL), stirred under 
nitrogen at 20°C, producing strong gas evolution. After 30 minutes, 1-fluoro- 
4-nitrobenzene (2.826 g, 20 mmol) was added dropwise to the light grey slurry. 
The reaction mixture became a bright orange red and quite strongly exothermic, 
and a lot of gas was evolved. After 2 hours, the reaction mixture was poured onto 
ice-water (200 mL), and the solid was collected by Buchner filtration, rinsed with 
water (2 x 50 mL), and air dried to give l-benzyloxy-4-nitrobenzene (4.1 88 g, 
91 .3%) as canary yellow crystals. 

lH NMR (DMSO-d 6 ): 5 8.16 (2 H, AA'BB\ J = 9.3 Hz), 7.47 (2 H, d, 

J = 7.1 Hz), 7.41 (2 H, t, J = 7.3 Hz), 7.36 (1 H, t, J = 7.1 Hz), 7.23 (2 H, AA'BB', 
J = 9.1 Hz), 5.26 (2 H, s). 

l-Benzyloxy-4-nitrobenzene (4.17 g, 18 mmol) was hydrogenated over 
Raney nickel (1.0 g) in THF (100 mL) at 25°C at 49.4 psi for 1.25 hours. The 
reaction mixture was celite filtered, and the volatiles were stripped rigourously 
under reduced pressure to give l-benzyloxy-4-nitrobenzene (3.67 g, 100%) as a 
golden oil which spontaneously solidified to a waxy yellow solid. 

*HNMR (DMSO-d 6 ): 5 7.41-7.32 (4 H, m), 7.29 (1 H, t, J = 6.9 Hz), 6.71 (2 H, 

d, J = 8.8 Hz), 6.49 (2 H, d, J = 8.8 Hz), 4.93 (2 H, s), 4.62 (2 H, brs). 



6-Nitro-4-(4-benzvloxvanilino > )quinazoline hydrochloride. 

A suspension of crude 4-chloro-6-nitroquinazoline hydrochloride (5 mmol) 
(Morley J. S. and Simpson J. C. E., J. Chem. Soc, 1948: 360) was refluxed under 
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nitrogen with stirring in isopropanol (10 mL) containing 4-benzyloxyaniline 
(999 mg, 5 mmol) and iV.iV-dimethylaniline (1 .209 g, 1 0 mmol) for 3 hours. The 
mixture was allowed to cool to 25°C, and the precipitate was collected by Buchner 
filtration, rinsed with isopropanol (2x10 mL), and dried at 60°C in a vacuum 
oven to give 6-amino-4-(4-benzyloxyanilino)quinazoline hydrochloride (1.675 g, 
82%) as a mustard yellow solid; mp 246-248°C. 
Calculated for C 2 iH 16 N 4 03.HCl: 

C, 61.69; H, 4.19; N, 13.71%. 
Found: C, 61.72; H, 4.22: N; 13.52%. 

*H NMR (DMSO-d 6 ): 6 1 1 .98 (1 H, brs), 9.85 (1 H, d, J = 2.2 Hz), 8.94 (1 H, s), 
8.76 (1 H, dd, J = 2.3, 9.1 Hz), 8.15 (1 H, d, J = 9.3 Hz), 7.65 (2 H, d, J - 9.0 Hz), 
7.48 (2 H, d, J = 7.0 Hz), 7.41 (2 H, t, J = 7.4 Hz), 7.3 1 ( 1 H, t, J - 7.4 Hz), 
7.15 (2 H, d, J = 9.1 Hz), 5.16 (2 H, s). Mass spectrum (APC1) 373 (100 MH+). 

6-Amino-4-f4-benzvloxvanilino')quinazoline. 

A solution of 6-amino-4-(4-benzyloxyanilino)quinazoline hydrochloride 
(1.46 g, 3.57 mmol) in methanol/THF (1:1, 100 mL) was hydrogenated over 
Raney nickel (1 g) at 5 1 .5 psi and 23°C for 1 8 hours. The reaction mixture was 
celite filtered, and the volatiles were removed under reduced pressure. The 
crystalline brown residue was partially redissolved in MeOH (25 mL), and dilute 
aqueous Na2C03 solution (0.1 M, 50 mL) was added with vigourous stirring. 
After 2 hours, the precipitate was collected by Buchner filtration, rinsed with 
water (50 mL), dried in a vacuum oven at 60°C, and then purified by flash 
chromatography on silica gel, eluting with CHCI3 then 4% MeOH in CHCI3 to 
give 6-amino-4-(4-benzyloxyanilino)quinazoline (1 .018 g, 80%) as a cream 
powder; mpl73-175°C, remelt 240-245°C. 
Calculated for C 2 ()Hi 6N 4 O0.67 H 2 0: 

C, 71.16; H, 5.50; N, 15.81%. 
Found: C, 71.03; H, 5.38; N, 13.48%. 
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1 H NMR (DMSO-d 6 ): 8 9.25 (1 H, brs), 8.25 (1 H, s), 7.70 (2 H, d, J = 9.0 Hz), 
7.52-7.47 (3 H, m), 7.41 (2 H, t, J = 7.5 Hz), 7.38-7.35 (2 H, m), 7.02 (2 H, d, 
J = 9.0 Hz), 5.54 (2 H, brs), 5.1 1 (2 H, s). Mass spectrum (APCI) 343 (100 MH+). 

N-f4-r4-Benzvloxvanilinolquinazolin-6-vl)acrvlamide. 

3,N-(N,N-Dimethylaminopropyl)-l,N-ethylcarbodiimide hydrochloride 
(EDAC.HC1) (385 mg, 2.0 mmol) was added in one portion to a solution of 
6-amino-4-(4-benzyloxyanilino)quinazoline (342 mg, 1 . 0 mmol), acrylic acid 
(144 mg, 2.0 mmol), and pyridine (163 mg, 2.06 mmol) in THF (10 mL) stirred 
under nitrogen at 0°C. After 4 hours at 0°C, tic (10% MeOH/CHCl3) showed 
considerable SM, so the reaction mixture was stirred at 25°C for 2 hours. The 
mixture was recooled to 0°C, and water (2 mL) was added dropwise. This solution 
was poured onto rapidly stirred ice-water (40 mL), the pH was raised to 7 with 
saturated Na2CC>3 solution, and the very fine ppt was allowed to settle, collected 
by Buchner filtration, rinsed with water (2x10 mL). and dried in a vacuum oven 
at 65°C for 4 hours. The pumpkin orange solid was refluxed and sonicated in 
CHC^/acetone (1 : 1,40 mL), containing silica gel (5 g). The volatiles were 
removed under reduced pressure and the residual solid was used as the origin of a 
silica gel flash chromatography column, eluting with 25% acetone/CHCl3. 
Removal of the solvent under reduced pressure gave N-(4-[4-benzyloxyanilino]- 
quinazolin-6-yl)acrylamide (152 mg, 38%) as a bright yellow glass; 
mp227-229°C. 

Calculated for C24H20N4O2C20H16N4OO.I HC1: 

C, 72.04; H, 5.06; N, 14.01%. 
Found: C, 71.80; H, 4.93: N, 13.80%. 

!HNMR (DMSO-d 6 ): 6 10.47 (1 H, si brs), 9.74 (1 H, si brs), 8.76 (1 H, d, 
J = 1.9 Hz), 8.45 (1 H, s), 7.86 (1 H, dd, J = 2.0, 9.0 Hz), 7.74 (1 H, d, J = 8.9 Hz), 
7.66 (2 H, d, J = 9.2 Hz), 7.49 (2 H, t, J = 7.2 Hz), 7.41 (2 H, t, J = 7.4 Hz), 7.34 ( 
1 H, t, J =' 7.2 Hz), 7.04 (2 H, d, J = 9.2 Hz), 6.53 (1 H, dd, J = 10.1, 16.9 Hz), 
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6.34 (1 H, dd, J = L9, 16.9 Hz), 5.83 (1 H, dd, J = 1.9, 10.1 Hz), 5.13 (2 H, s). 
Mass spectrum (APCI) 397.2 (100 MH+). 

BIOLOGICAL METHODS 

Tissue Culture 

A431 human epidermoid carcinoma cells were obtained from the 
American Type Culture Collection, Rockville, MD and maintained as monolayers 
in dMEM (Dulbecco's modified eagle medium)/F12, 50:50 (Gibco/BRL) 
containing 10% fetal bovine serum. For growth inhibition assays, dilutions of the 
designated compound in 10 pL were placed in 24- well Linbro plates 
(1.7x1.6 cm, flat bottom) followed by the addition of cells (2 x 1 0 4 ) in 2 mL of 
media. The plates were incubated for 72 hours at 37°C in a humidified atmosphere 
containing 5% CO2 in air. Cell growth was determined by cell count with a 
Coulter Model AM electronic cell counter (Coulter Electronics, Inc., Hialeah, FL). 

Purification of Epidermal Growth Factor Receptor Tyrosine Kinase 

Human EGF receptor tyrosine kinase was isolated from A431 human 
epidermoid carcinoma cells by the following method. Cells were grown in roller 
bottles in dMEM/F12 media (Gibco/BRL) containing 10% fetal calf serum. 
Approximately 10 9 cells were lysed in 2 volumes of buffer containing 20 mM 
N-[2-hydroxyethyl]piperazine-N'-[2-ethane sulfonic acid](Hepes), pH 7.4, 5 mM 
ethylene glycol-bis(P-aminoethyl ether) N,N,N\N'-tetraacetic acid (EGTA), 1% 
Triton X-100, 10% glycerol, 0.1 mM sodium orthovahadate, 5 mM sodium 
fluoride, 4 mM pyrophosphate, 4 mM benzamide, 1 mM dithiothreitol (DTT), 
80 jxg/mL aprotinin, 40 |Llg/mL leupeptin, and 1 mM phenylmethyl sulfonyl 
fluoride (PMSF). After centrifugation at 25,000 x g for 1 0 minutes, the 
supernatant was applied to a fast Q sepharose column (Pharmacia Biotech., Inc., 
Piscataway, NJ) and eluted with a linear gradient from 0. 1 M NaCl to 0.4 M NaCl 
in 50 mM Hepes, 10% glycerol, pH 7.4. Enzyme active fractions were pooled, 
divided into aliquots, and stored at -100°C. Fibroblast growth factor receptor 
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(FGFR), platelet-derived growth factor (PDGF), insulin, and c-src tyrosine kinases 
were obtained by methods well-known in the art. For example, see Fry, et al., 
"Strategies For The Discovery Of Novel Tyrosine Kinase Inhibitors With 
Anticancer Activity, Anticancer Drug Design, 1 994;9:33 1-35 1 . 

Tyrosine Kinase Assays 

Enzyme assays for IC50 determinations were performed in 96-well filter 
plates (Millipore MADVN6550, Millipore, Bedford, MA). The total volume was 
0.1 mL containing 20 mM Hepes, pH 7.4, 50 sodium vanadate, 40 mM 
magnesium chloride, 10 JJ.M adenosine triphosphate (ATP) containing 0.5 [id of 
[ 32 P]ATP, 20 jig of poly Glutamic acid/tyrosine (Sigma Chemical Co., St. Louis, 
MO), 10 ng of EGF receptor tyrosine kinase and appropriate dilutions of inhibitor. 
All components except the ATP are added to the well and the plate incubated with 
shaking for 10 minutes at 25°C. The reaction is started by adding [ 32 P]ATP, and 
the plate is incubated at 25°C for 10 minutes. The reaction is terminated by 
addition of 0.1 mL of 20% trichloroacetic acid (TCA). The plate is kept at 4°C for 
at least 15 minutes to allow the substrate to precipitate. The wells are then washed 
5 times with 0.2 mL of 10% TCA and 32 P incorporation determined with a 
Wallac beta plate counter (Wallac, Inc., Gaithersburg, PA). Assays using 
intracellular kinase domains of PDGF, FGF, and insulin receptors, as well as those 
for c-src, were performed as described for the EGF receptor except that 1 0 mM 
Manganese chloride was included in the reaction. 

Western Blotting Procedure 

Extracts were made by lysing the monolayers in 0.2 mL of boiling Laemlli 
buffer (2% sodium dodecyl sulfate, 5% beta-mercaptoethanol, 10% glycerol and ' 
50 mM tris[hydroxymethyl]aminomethane (Tris), pH 6.8), and the lysates were 
heated to 100°C for 5 minutes. Proteins in the lysate were separated by 
polyacrylamide gel electrophoresis and electrophoretically transferred to 
nitrocellulose. The membrane was washed once in 10 mM Tris, pH 7.2, 150 mM 
NaCl, 0.01% Azide (TNA), and blocked overnight in TNA containing 5% bovine 
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serum albumin and 1% ovalbumin The m , m u 

twice in TNA once in ™ , " """^ I " flh » » d «" ™shed 

A ' once m ™A containing 0.05% T»_, . 

nonide, P-40 decrgen, and twice in TNA ^ I 7 ^ ^ *"* 
2 hotns in blocking bnff • "* *» in ° Ubated *>' 

for I to 7 days Band • , ^ C °- R ° ch «««. NY) 

-J^ ~ ^ ^ —at Dyna n,ic S 1 

Duplicate sets of cells were treated with a ranee of 

designated cornet u 8 concentrations of the 

locate sets of ce Us wc re uSlZ ZZT " ' * 

— as an toevetaibie initio Z T " * 

— *e western cloning precede T* e otber se, of T " ^ 
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CLAIMS 



What is claimed is: 

l - A compound having the Formula I 




wherein X is -D-E-F and Y is -SR4 Kal 

orXis SR4 h , - ha,08en --° R4 " N HR3 or hydrogen, 

I Z halogen, OR4 . NHr3 or ^ y ^ 



f 2 f 2 f« R2 R2 R 2 
Dis - N -0-,-C-,-U,io-,J. N .,.^ 

' I I | | 
-C-Cp-N-C-,-0-C-,-S-C-, or absent; 
H H HH h h 
o O O o 

E«-C-,-S-,-P, or . s .. 

O OR2 

ff RI R5 

I I | I 

F ^-OC,-C B C-R5 or . (>CK; . 
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O O R2 R2 

II B II 
provided that when E is -S- or -S-, D is not -N-C-, or -OC; 

.11 U I 

5 O HH H 

S a is a group W(CH 2 ), (CH 2 )W, or W, in which W is O, SCO^ wherein 

m is 0, 1 or 2, or NR a wherein R a is hydrogen or a Cj.g alkyl 
group; 

each R* 4 is independently selected from the group comprising hydrogen, 
10 hydroxy, halogen, C1-C4 alkyl, C4-C4 alkoxy, C]-C4 alkylamino, 

di-[Ci-C4alkyl]amino, C1-C4 alkylthio, C1-C4 alkylsulphinyl, 
C1-C4 alkylsulphonyl, C1-C4 alkylcarbonyl, C1-C4 
alkylcarbamoyl, di-[Cj-C4 alkyl] carbamoyl, carbamyl, C1-C4. 
alkoxy carbonyl, cyano, nitro, and trifluoromethyl; or R* 4 * s R22; 

15 R 16 is a group ZR 17 wherein Z is joined to R 1 7 through a (CH2)p group 

in which p is 0, 1, or 2 and Z represents a group V(CH2) 5 V(CF2), 
(CH2)V, (CF2)V or V in which Visa hydrocarbyl group 
containing 0, 1, or 2 carbon atoms, carbonyl, CH(OH), 
sulphonamide, amide, O y S(0) m , or NR b where R b is hydrogen or 

20 Rb is C1-C4 alkyl; or R 16 is X a -Q a ; 

and R 1 7 is an optionally substituted C3-C6 cycloalkyl; or an optionally 

substituted 5-, 6-, 7-, 8-, 9-, or 1 0-membered carbocyclic or 
heterocyclic moiety; 

or R 16 is a group ZR 17 in which Z is NR b , and NR b and R 1 7 together 
25 form an optionally substituted 5-, 6-, 7-, 8-, 9-, or 10-membered 

heterocyclic moiety; 

X a is a group of the formula CO, C(R 33 ) 2 , CH(OR 33 ), 

C(R 33 ) 2 ,-C(R 33 ) 2 , C(R 33 )=C(R 33 ), OC, CH(CN), O, S, SO, 
S0 2 , CONR 33 , SO 2 NR 33 ,NR 33 C0,NR 33 SO 2 , OC(R 33 ) 2 , 
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Q a ^aphenyIornaphthylg r0 upora5-or6 m u 

staining 1 2 or 3 hetT heteroaryl moiety 

5 heteroat0m s selected frnm 

- whieh hetero ^ moj ^» 

benzo ring, and wherein „•„ ,. E ™ g 0r is feed <° « 

^' m °'^'sopuonaily snbstituIed 
a***** sefccred from hal„ge„ 0 ,. fl '• 2 ' ° r 3 

(c 1 -c^Ma miM ,d, f(C ,c 4>a , kyIJ j; o ;' (c, - c ^ k - 

vr j. r ,„ - 11 ^MearbamoylandN 

M-d.-[(C 1 .c 4)alkj , 1)carbamoy| . 

-* R22 is '°«e~y halogen, Muo _ . 

^-C^alkanoy,^. am,no ' n «™. cyano, or 

is hydrogen, halogen, or Cj-Cg alkyl- 

R2 ' R3 ^ R4 - i -~,hydroge„, Cj<6alky 

N-,pe„d i „yh, CH2)n . N . p ._ inyi _ (cH2)n _ N! _<H 2 )n. 

iHtT" y, '- (cH2,n - N -' rai --wc„ 2)n , mida2oyi 

(CH 2 )n-N-morphoIino, -(CH,)n w t u- 
-(CH 2)n . N . hexahydroazepine ^ 

ulM <-j-C 6 alkyI, wherein 

thesub St it uentsaresejected f 
-dependently hydr0gen Cj , ^' - N-B, A and B are 

P^ m yl,- ( CH 2VN . pi / 2)nN 

fC, r . „ „ {CH 2)n-N 1 -piper a2 inyjr N4 . 

<CH 2 ) n - imida20yJ) or . 2)n P^ d ^ 

3 ' ^"2VN-imidazoyl; 
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Z 1 , Z 2 , or Z 3 are independently hydrogen, halogen, Cj-Cg alkyl, C3-Cg 
cycloalkyl, Cj-Cg alkoxy, C3~Cg cycloalkoxy, nitro, C\-C£ 
perfluoroalkyl, hydroxy, Ci-Cg acyloxy, -NH2, -NH^j-Cg alk y!)> 
-N(Ci-C6 alkyl) 2 , -NH(C 3 -Cg cycloalkyl), -N(C 3 -Cg cycloalkyl) 2 , 
5 hydroxymethyl, C j -C^ acyl, cyano, azido, C j -Cg thioalkyl, 

Ci-Cs suifmylalkyl, Cj-Cg sulfonylalkyl, C3«Cg thiocycloalkyl, 
C3-C8 sulfinyl cycloalkyl, C 3 -Cg sulfonylcycloalkyl, mercapto, 
C\-C$ alkoxycarbonyl, C3-C8 cycloalkoxycarbonyl, 
C2-C4 alkenyl, C4«Cg cycloalkenyl, or C2-C4 alkynyl; 
10 R 5 is hydrogen, halogen, C\-C£ perfluoroalkyl, l,l-difluoro(Ci-C6)alkyl, 

Cj-C^ alkyl, -(CH2) n -N-piperidinyl, -(CH2) n -piperazinyl, 
-(CH 2 ) n -piperazinyl[N 4 -(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 
-(CH2) n -pyridinyl, : (CH 2 )n-N T imidazoyl, -(CH2) n -N-moipholino, 
-(CH 2 ) n -N-thiomorpholino, -C=CH 2 , -CH=CH-(C 1 -C 6 )alkyl, 

H 

KCH 2 ) n -N-hexahydroazepine, -(CH 2 )nNH 25 -(CH2)nNH 

(Ci-C 6 alkyl), -(CH 2 ) n N(C 1 -C 6 alkyl) 2 , -l-oxo(Ci-C 6 )alkyl, 

carboxy, (Ci-Cgjalkyloxycarbonyl, N-(Cj -C6)aIkylcarbamoyl, 
20 phenyl or substituted phenyl, wherein the substituted phenyl can 

have from one to three substituents independently selected from 

or a monocyclic heteroaryl group, and each C^-Cg alkyl 

group can be substituted with -OH, -NH2 or -NAB, where A and B 

are as defined above; and 
25 n is 1 to 4, and the pharmaceutical^ acceptable salts, esters, amides, and 

prodrugs thereof 
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• A compound of Claim] wherein 



R 2 OCHR5 
I II II 

X,S ^-^andY is hydrogen, 0r 

R 2 OCHR5 
X is hydrogen, and Y is . N _J " 



-C-Rl. 

-lit? 



-C=CH 

5 

f ? f ' f 

-N-S-C=CH 

|| ,or 

O 

-N-P- C =CH 
OR 2 



A compound of Claim i . u . 

Cia 1 mlwhere 1 nX JS -D.E- Fand . D . E . 
t 2 0 ol d 5 hl 



n f 1 f 

-N-C-C=CH 



ff f > f 5 

II LH ,or 
O 



f 2 0 Rl f 5 
~N-P- C =CH 
OR 2 



A compound of Claim 3 wherein R 2 is h 



hydrogen. 
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6. 
7. 

8. 
9. 

5 

10. 
11. 



A compound of Claim 4 wherein R 2 is hydrogen. 

A compound of Claim 3 wherein R 2 is -(CH2) n -morpholino. 

A compound of Claim 4 wherein R 2 is -(CH2)n~ mor pholino. 

A compound of Claim 3 wherein R^ is carboxy, (Ci-C6)alkyloxycarbonyl 
or Ci-Cg alkyl. 

A compound of Claim 1 wherein Y is -D-E-F, and X is 
-0-(CH2) n - m o r pholino. 

A compound of Claim 1 wherein Y is -D-E-F, and X is 
-0-(CH 2 ) n -N i -piperazinyl[N 4 -(C \ -C 6 )alkyl] . 

A compound of Claim 1 wherein Y is -D-E-F and X is 
-0-(CH2) n -i m idazoyl. 

A compound having the Formula II 




wherein Q is 
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Xis-D.E-FandYis-SR4 . 0R 4 . nhr3 „ . J 

•OR4 -NHR3„ „ „ hydrogen, or X is -SR4 5 

k . NHR or hydrogen, and Y is - D - E F 

| 2 f f» f R2 

t >^—.-f.U.i o ... ( :,...;. 0 . 



H 1 1 ' 

■f- C p-N-C-,-0-C- 5 -S-C-, or absent; 
H HHH h H 

o o o o 

O OR2 
ff Rl R5 

F ^-C=C,-C S C-R5 or .c =c 4. 
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O O R2 R2 

II II II 
provided that when E is -S- or -S-, D is not -N-C-, or -OC; 

II III 
5 O H H H 

S a is a group W(CH2>, (CH2)W, or W, in which W is O, SCO^ wherein 

m is 0, 1 or 2, or NR a wherein R a is hydrogen or a Cj.g alkyl 

group; 

each R* 4 is independently selected from the group comprising hydrogen, 
10 hydroxy, halogen, C]-C/\ alkyl, C1-C4 alkoxy, C1-C4 alkylamino, 

di-[C]-C4alkyi] amino, C1-C4 alkylthio, C1-C4 alkylsulphinyl, 
C1-C4 alkylsulphonyl, C1-C4 alkyl carbonyl, C1-C4 
alkylcarbamoyl, di-[Cj-C4 alkyl]carbamoyl, carbamyl, C1-C4 

alkoxycarbonyl, cyano, nitro, and trifluoromethyl; or R* 4 is R 22 ; 
15 is a group ZR* 7 wherein Z is joined to R' 7 through a (CH2)p group 

in which p is 0, 1, or 2 and Z represents a group V(CH2) 5 V(CF2> 5 
(CH2)V 5 (CF2)V or V in which V is a hydrocarbyl group 
containing 0, 1, or 2 carbon atoms, carbonyl, CH(OH), 
sulphonarnide, amide, O, S(0) m , or NR b where R b is hydrogen or 

20 R b is C 1 -C 4 alkyl; or R 1 6 is X a ; 

and R* 7 is an optionally substituted C3-C6 cycloalkyl; or an optionally 
substituted 5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or 
heterocyclic moiety; 
or R 16 is a group ZR 17 in which Z is NR b , and NR b and R 1 7 together 
25 form an optionally substituted 5-, 6-, 7-, 8-, 9-, or 1 0-membered 

heterocyclic moiety; 

Rl is hydrogen, halogen, or C]-Cg alkyl; 

R 2 , R 3 , and R 4 are independently hydrogen, C\-C$ alkyl, -(CH2) n -N- 
iperidinyl, -(CH2> n -N-piperazinyl, -(CH2) n -N \ _piperazinyl[N4- 
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"(CH^.^ , (CH 2W.d,„ yi> 

U H c 6 aikyl, W he re i n 

^substituentsareselec^^.^ f 
independently hydrogen C, r ,, ' -N-B, A and B are 

^«2)n-N-p,peridinyJ . (C u^ KT . 

y ■ ( CH 2)n-N-p lp erazinyl, 

— 

<=ycloaIM, Cl -C 6 alkoxy Cl ' C « alk ^. C 3 -C 8 

•^ 1 ^^ 2 ,^;; 6ac - ,ox5 '- NH - N »(c,c 6alM) , 

v , 2 iN "(C 3 -C 8 cycloalkyj), . NfC , r 

hydroxymethyj, C,-CV acvl * cycloaIkyI) 2 , 

1 u 6 acyj, cyano, azido P, r 

C3-C 8 suIf lnylcycJoaI ' - ^ C * ^ocycioalkyl, 

yi ' C 3"C 8 sujfonvlcvdoallrvi 
C l -C 6 alkoxycarbonyl C Co , ' "^P*' 
C 2 -C 4 aIWlc r C, ° aIk ~n yl) 
^ishyd 4 " C8CyC,0alk ^- C 2-C 4 a^y J . 

Cl-C 6a lky ]; . (CH9) N . . U - d,fluor o(C]-C 6 )al kyl) 

^H 2 )n-N-pi P endinyj. .(ru^ ■ 
-(CfM „• ^ rt 2)n-piperazinvJ 

• -(CH 2VpyTidi 6 yJ ' (CH 2VN-pyrrolidyl, 

y ' (CH 2)n-N-imida ZO yJ . rC u , XT 

H 

•(^n-N-hexahydroazeptae -rcH,, Mu 
CC.-C 6attyl) ,, CH2)nN( : c ^2,,CH 2)nm 

m C, - C ^ ,k ^,-!-cxo (C.-c^ 
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carboxy, (C ] -C6)alkyloxycarbonyl, N-(Ci-C6)alkylcarbamoyl, 
phenyl or substituted phenyl, wherein the substituted phenyl can 
have from one to three substituents independently selected from 
e1.e2.e3 or a monocyclic heteroaryl group, and each Cj-Cg alkyi 
5 group can be substituted with -OH, -NH2 or -NAB, where A and B 

are as defined above; and 
n is 1 to 4, and the pharmaceutical^ acceptable salts, esters, amides, and 
prodrugs thereof. 

14. A compound of Claim 13 wherein Q is 



10 
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A compound of Claim 13 wherein Q i 



A compound of Claim 15 wherein X is 

R 2 O RlR5 

I II I I 
-N — C-C=CH . 



A compound of Claim 16 wherein X i 

R 2 O RlR5 

I II I I 
-N — C-C=CH . 



A compound of Claim 16 wherein X is 

R 2 O Rl R5 

I II I I 
-N — S-C=CH . 



A compound of Claim 14 wherein X is 

R 2 O RlR5 

I II I I 
-N — C-C=CH . 

and Y is hydrogen. 

A compound having the Formula II 




O 



Q - S a_^ Rl6 
\^(Rl4 )n 



II 
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wherein Q is 




X is -D-E-F and Y is -SR 4 , -OR 4 , -NHR.3 or hydrogen, or X is -SR 4 
-OR 4 , -NHR3 or hydrogen, and Y is -D-E-F; 

5 R2 r2 r2h R 2 R 2 r2 

I I I I I I I 

D is -N-, -O-, -C-, -N-N-, -N-O-, -C-N-, -C-O-, 

I I I I 

H H H H 

10 R2H R2 r2 R 2 

II III 
-C-C-, -N-C-, -O-C-, -S-C-, or absent; 

I I I I I I 
H H H H H H 

15 O O O 

II II II 
E is -C-, -S-, or -P-; 

II I 

O OR 2 



20 



RiR 5 Rl R5 

II II 
F is -OC, -C=C-R5, or -C=C=C; 

I I 
H H 
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O O r2 r2 

II II i 

provided that when E is -S- or -S-, D is not -N-C-, or -OC- 

ii ii r 

O H H H 

Sa is a group W(CH 2 ), (CH 2 )W, or W, in which W is O, S(0) m wherein 

m is 0, 1 or 2, or Nra wherein Ra i s hydrogen or a C i _g alkyl 
group; 

each R14 is independently selected from the group comprising hydrogen, 
hydroxy, halogen, Cl -C 4 alkyl, Cl -C 4 aikoxy, Cl -C 4 alkylamino, 
di-fd-QalkylJamino, d-C 4 alkylthio, Cj-Q alkylsulphinyl, 
Ci-C 4 alkylsulphonyl, C1-C4 alkylcarbonyl, C]-C 4 
alkylcarbamoyl, di-tC^ alkyljcarbamoyl, carbamyl, Ci-C 4 

alkoxycarbonyl, cyano, nitro, and trifluoromethyl; or Rl4 i s r22 ; 
R!6 is a group ZR^ wherein z is Joingd {Q r]7 thrQugh & ^ 

in which p is 0, 1, or 2 and Z represents a group V(CH 2 ), V(CF 2 ), 
(CH 2 )V, (CF 2 )V or V in which Visa hydrocarbyl group 
containing 0, 1, or 2 carbon atoms, carbonyl. CH(OH), 
sulphonamide, amide, O, S(0) m , or NRb where Rb is hydrogen or 
R b is C!-C 4 alkyl; or Rl6 i s xa.Qa ; 
and R17 i s ^ optionally substituted C 3 -C 6 cycloalkyl; or an optionally 
substituted 5-, 6-, 7-, 8-, 9-, or 10-membered carbocyclic or 
heterocyclic moiety; 

Xa is a group of the formula CO, C(R33 )25 cH(OR33 ); C(R33) 25 .c (R 33 )25 

C(R33)=C(r33) 5 CsQ CH(CNX Qj s SQ? S02 ^ conr33j S02Nr33> 

NR33 CO , NR33so 2 , OC ( r33) 2 , SC(R33 )2 , C(R33) 2 o, or C (r33 )2 s 
wherein each R33 is independently hydrogen or (C 1 -C 4 )alkyl; and 
Q a is a phenyl or naphthyl group or a 5- or 6-membered heteroaryl moiety 
containing 1, 2, or 3 heteroatoms selected from oxygen, nitrogen and 
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sulphur, which heteroaryl moiety is a single ring or is fused to a benzo 
ring, and wherein said phenyl or naphthyl group or heteroaryl moiety is 
optionally substituted with 1, 2, or 3 substituents selected from halogeno, 
trifluoromethyl, cyano, carbamoyl, hydroxy, amino, nitro, (C]-C4)alkyl, 
5 (Cj-C4)alkoxy, (C\ -Chalky lamino, di-[(C]-C4)alkyl] amino, 

(C 2 -C4)alkanoylamino, N-(C]-C4 )alkyl carbamoyl and N, N-di-[(Cj-C4) 
alky 1] carbamoyl ; 

each R22 i s independently halogen, trifluoromethyl, amino, nitro, cyano, or 
(C2-C4)alkanoylamino; 

10 R 1 is hydrogen, halogen, or Cj-Cg alkyl; 

R 2 , R 3 , and R 4 are independently hydrogen, C\ -Cg alkyl, -(CH2) n -N- 

piperidinyl, -(CH 2 ) n -N-piperazinyl, -(CH2) n -Ni_piperazinyl[N4- 
(C r C 6 )alkyl], -(CH 2 VN-pyTTolidyl, -(CH 2 ) n -pyridinyl, 
-(CH2) n -N-imidazoyl, -(CH2) n - im i daz °yU -(CH2) n -N-morpholino, 

15 -(CH2) n -N-thiomorpholino, -(CH2) n -N-hexahydroazepine or 

substituted Cj-Cg alkyl, wherein 

A 
I 

the substituents are selected from -OH, -NH2, or -N-B, A and B are 
20 independently hydrogen, C]-C6 alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 

piperidinyl, -(CH2) n -N-piperazinyl, -(CH2) n -Ni-piperazinyl[N4- 
(C 1 -C 6 )alkyl] 5 -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -N-pyridyl, 
-(CH 2 ) n -imidazoyl, or -(CH2) n -N-imidazoyl; 
El,E2, or E3 are independently hydrogen, halogen, C\-C(y alkyl, C3~Cg 
25 cycloalkyl, Cj-Cg alkoxy, C3~Cg cycloalkoxy, nitro, Cj-Cg 

perfluoroalkyl, hydroxy, Cj-Cg acyloxy, -NH2, -NHCCj-Cg alkyl), 
-N(Ci-C 6 alkyl) 2 , -NH(C 3 -Cg cycloalkyl), -N(C 3 -C 8 cycloalkyl) 2 , 
hydroxymethyl, C\-C(> acyl, cyano, azido, Cj-Cs thioalkyl, 
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Ci-C 6 sulfmylalkyl, Cl -C 6 sulfonylalkyl, C 3 -C 8 thiocycloalkyl, 
C 3 -C 8 sulfmylcycloalkyl, C 3 -C 8 sulfonylcycloalkyL mercapto, 
Ci-C 6 alkoxycarbonyl, C 3 -C 8 cycloalkoxycarbonyl, 
C 2 -C 4 alkenyl, C 4 -C 8 cycloalkenyl, or C 2 -C 4 alkynyl; 
R5 is hydrogen, halogen, C] -C 6 perfluoroalkyl, l.l-difluoroCC^^alkyl, 
C!-C 6 alkyl, -(CH 2 ) n -N-pi pe ridinyl, -(CH 2 ) n - P iperazin y l, 
-(CH 2 ) n - p iperazinyl[N4-(C } -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 
-(CH 2 ) n - P yridinyl, -(CH 2 )n-N-imidazoyl, -(CH 2 ) n -N-morpholino, 
-(CH 2 ) n -N-thiomorpholino, -C=CH 2 , -CH=CH-(C j -C 6 )alkyl, 

H 

-CCH 2 ) n -N-hexahydroazepine, -(CH 2 ) n NH 2 ,-(CH 2 ) n NH 
(Cj-CgalkyI), -(CH^NCCj-Cgalkyl^, -l-oxo^-C^alkyl, 
carboxy, (C j -C 6 )aIkyloxycarbonyL N-(C , -C 6 )alkylcarbamoyl, 
phenyl or substituted phenyl, wherein the substituted phenyl can 
have from one to three substituents independently selected from 
El, E2, E3 or a monocyclic heteroaryl group, and each Cj-Cg alkyl 
group can be substituted with -OH, -NH 2 or -NAB, where A and B 
are as defined above; and 

n is 1 to 4, and the pharmaceutical^ acceptable salts, esters, amides, and 
prodrugs thereof. 



23. 



A compound of Claim 22 wherein Q 



is 
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24. A compound of Claim 22 wherein Q is 



PCT/US98/15784 




25. A compound of Claim 23 wherein X is 

R 2 OR ] RS 

5 I II I I 

-N — C-C=CH . 

26. A compound of Claim 24 wherein X is 

R 2 ORl R5 

I I! I I 

10 _ N -^C-C=CH . 

27. A pharmaceutically acceptable composition that comprises a compound of 
Claim 1. 

28. A pharmaceutically acceptable composition that comprises a compound of 
Claim 13. 

15 29. A pharmaceutically acceptable composition that comprises a compound of 

Claim 22. 

30. A method of treating cancer, the method comprising administering to a 

patient having cancer a therapeutically effective amount of a compound of 
Claim 1. 

20 31. A method of treating or preventing restenosis, the method comprising 

administering to a patient having restenosis or at risk of having restenosis a 
therapeutically effective amount of a compound of Claim 1 . 
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A method of treating cancer, the method comprising administering to a 
patient having cancer a therapeutically effective amount of a compound of 
Claim 13. 

A method of treating or preventing restenosis, the method comprising 
administering to a patient having restenosis or at risk of having restenosis a 
therapeutically effective amount of a compound of Claim 13. 

A method of treating cancer, the method comprising administering to a 
patient having cancer a therapeutically effective amount of a compound of 
Claim 22. 

A method of treating or preventing restenosis, the method comprising 
administering to a patient having restenosis or at risk of having restenosis, 
a therapeutically effective amount of a compound of Claim 22. 

A method of irreversibly inhibiting tyrosine kinases, the method 
comprising administering to a patient a tyrosine kinase inhibition a 
tyrosine kinase inhibiting amount of a compound of Claim 1 . 

A method of irreversibly inhibiting tyrosine k.nases, the method 
comprising administering to a patient in need of tyrosine kinase inhibition 
a amount of tyrosine kinase inhibiting amount of a compound of Claim 13. 

A method of irreversibly inhibiting tyrosine kinases, the method 
comprising administering to a patient in need of tyrosine kinase inhibition 
a tyrosine kinase inhibiting amount of a compound of Claim 22. 



A method of treating psoriasis, the method comprising administering to a 
patient having psoriasis a therapeutically effective amount of a compound 
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40. A method of treating psoriasis, the method comprising administering to a 
patient having psoriasis a therapeutically effective amount of a compound 
of Claim 13. 

41 . A method of treating psoriasis, the method comprising administering to a 
5 patient having psoriasis a therapeutically effective amount of a compound 

of Claim 22. 

42. A method of treating atherosclerosis, the method comprising administering 
to a patient having atherosclerosis a therapeutically effective amount of a 
compound of Claim 1 . 

10 43. A method of treating atherosclerosis, the method comprising administering 

to a patient having atherosclerosis a therapeutically effective amount of a 
compound of Claim 13. 

44. A method of treating atherosclerosis, the method comprising administering 
to a patient having atherosclerosis a therapeutically effective amount of a 

1 5 compound of Claim 22. 

45. A method of treating endometriosis, the method comprising administering 
to a patient having endometriosis a therapeutically effective amount of a 
compound of Claim 1 . 

46. A method of treating endometriosis, the method comprising administering 
20 to a patient having endometriosis a therapeutically effective amount of a 

compound of Claim 13. 

47. A method of treating endometriosis, the method comprising administering 
to a patient having endometriosis a therapeutically effective amount of a 
compound of Claim 22. 
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A compound according to Claim 1 wherein X is -D-E-F and F is 
RlR5 R l r5 

II II 
-C=C, -C=C-R5, or -C=C=C; 

i A 

and RS i s l^-difluoroCd-^alkyl, C,-C 6 alkyl, -(CH 2 ) n -N-piperidinyl s 
-(CH 2 ) n -piperazinyl, -(CH2) n -piperazinyl[N 4 -(C 1 -C 6 )alkyl] ) 
-(CH 2 ) n -N-pyrrolidyl, -(CH2) n -pyridinyl, -(CH 2 ) n -N-imidazoyI, 
-(CH 2 ) n -N-morpholino, -(CH 2 ) n -N-thiomorpholino, 
-CH=CH-(C i -C 6 )alkyl, -(CH 2 ) n -N-hexahydroazepine, 
-(CH 2)n NH 2 ,-(CH 2 ) n NH( Cl -C 6 alkyl), -(CH 2 ) n N(C , -C 6 alkyl) 2 , 
-l-oxo(C 1 -C 6 )alkyl, carboxy, (C 1 -C 6 )alkyloxycarbonyl 5 
N-(C 1 -C 6 )alkylcarbamoyl, and each C l -C 1 alkyl group of 
U-difluoroCCi-C^alkyl, Cl -C 6 alkyl, -CH=CH-(C 2 -C 6 )alkyl, 
-l-oxo(C 1 -C 6 )alkyl, (C 1 -C 6 )alkyloxycarbonyl, or 
-N-(C 1 -C 6 )alkylcarbamoyl is substituted with -OH, -NH 2 , or 
-NAB, where A and B are as defined above; or 
Y is -D-E-F and F is 

RlR5 R l R5 

II -II 
-OC, -CsC-R5, or-C=C=C; 

H L 
and R5 i s IJ-difluoro^-C^alkyl, Cl -C 6 alkyl, -(CH 2 ) n -N-piperidinyl, 
-(CH 2 ) n -pi P erazinyl, -(CH 2 ) n -piperazinyl[N 4 -(C 1 -C 6 )alkyl], 
-(CH 2 ) n -N-pyrrolidyl, -(CH2) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, 
-(CH 2 ) n -N-morpholino, -(CH 2 ) n -N-thiomorpholino, 
-CH=CH-(C j -C 6 )alkyl, -(CH 2 ) n -N-hexahydroazepine, 
-(CH^^.-CC^^NHCd-Cfi alkyl), -(CH 2 ) n N( Cl -C 6 alkyl) 2 , 
-l-oxoCC^^alkyl, carboxy, (Cj-C 6 )alkyloxycarbonyl, 
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N-(Ci-C6)alkyl carbamoyl, and each Cj-C] alkyl group of 
l,l-difluoro(C 1 -C 6 )alkyl, C^Cg alkyl, -CH=CH-(C]-C 6 )alkyl, 
- 1 -oxo(C J -C6)alkyl, (C j -C^alkyloxycarbonyl, or 
-N-(Ci-C6)alkylcarbamoyl is substituted with -OH, -NH2, or 
-NAB, where A and B are as defined above. 

49. A compound according to Claim 1 3 wherein X is -D-E-F and F is 

R*R 5 Rl R5 

M I I 

-C=C, -C=C-R5, or -C=C=C; 

I I 
H H 

and R5 is l,l-difluoro(Ci-C 6 )alkyl, C]-C 6 alkyl, -(CH 2 ) n -N-piperidinyl, 

-(CH 2 ) n -piperazinyl, -(CH 2 ) n -pipera2inyl[N 4 -(C ] -C 6 )alkyl], 

-(CH 2 ) n -N-pyrroIidyl, -(CH2) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, 

15 -(CH 2 ) n -N-morpholino, -(CH 2 ) n -N-thiomorpholino, 

-CH=CH-(C!-C 6 )alkyl, -(CH 2 ) n -N-hexahydroazepine, 
-(CH 2 ) n NH 2 ,-(CH 2 ) n NH(C ] -C 6 alkyl), -(CH 2 ) n N(C!-C 6 
alkyl) 2 , -l-oxo(Ci-C6)alkyl, carboxy, (C ] -C^alkyloxycarbonyl, 
N-(C 1 -C^alkylcarbamoyl, and each C ] -C \ alkyl group of 

20 l,l-difluoro(C 1 -C 6 )alkyl, C]-C 6 alkyl, -CH^H-^-C^alkyl, 

-l-oxo(Ci-C6)alkyl, (C]-C6)alkyloxycarbonyl, or 
-N-(Ci-C6)alkylcarbamoyl is substituted with -OH, -NH 2 , or 

-NAB, where A and B are as defined above; or 

Y is -D-E-F and F is 

25 RlR5 R l R 5 

II .11 
-C=C, -C=C-R5, or -C=C=C; 

I I 
H H 
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and R5 is U-difluoroCC^C^alkyl, Cl -C 6 alkyl, -(CH 2 ) n -N-pipendinyl, 

-(CH2) n -piperazinyl,-(CH2) n -pipera2inyl[N 4 -(C 1 -C 6 )alkyl], 
-(CH 2 ) n -N-pyrrolidyl s -(CH2) n -pyridinyl, -(CH 2 ) n -N-imida2oyl s 
-(CH 2 ) n -N-morpholioo 5 -(CH 2 ) n -N-thiomoipholino, 
-CH=CH-(C 1 -C 6 )alkyl 5 -(CH 2 ) n -N-hexahydroa 2 epine, 
KCH2)bNH2.-<CH2) n NH(C 1 -C 6 alkyl), -(CH 2 ) n N(C!-C 6 
alkyl) 2 , -l-oxo(C 1 -C 6 )aIkyl, carboxy, (C , -C 6 )alkyloxycarbonyl, 

N-CC^C^alkylcarbamoyl, and each Cj-Cj alkyl group of 
Ul-difluoroCCj-^alkyl, Cl -C 6 alkyl, -CH=CH-(C , -C 6 )alkyl, 

-l-oxo(C I -C 6 )alkyl, (C 1 -C 6 )alkyloxycarbonyl, or 

-N-(C 1 -C 6 )alkylcarbamoyl is substituted with -OH, -NH 2 , or 

-NAB, where A and B are as defined above. 



50. 

15 



20 



25 



A compound according to Claim 22 wherein X is -D-E-F and F is 

RlR5 R l r5 

'I II 
-C=C, -C=C-R5, or -C=C=C; 



H 



H 



and R5 is l,l-difluoro(C 1 -C 6 )alkyl. C,'-C 6 alkyl. -(CH 2 ) n -N-piperidinyl, 
-(CH 2 ) n -piperazinyl, -(CH 2 ) n - p i pe razinyirN 4 -(C 1 -C 6 )alkyl], 
-(CH 2)n -N-pyrrolidyl, -(CH2) n - pyr idinyI, -(CH 2 ) n -N-imida2oyl, 
-(CH 2 ) n -N-morpholino, -(CH 2 ) n -N-thiomorpholino, 
-CH=CH-(C! -C 6 )alkyl, -(CH 2 ) n -N-hexahydroazepine, 
-(CH 2 > n NH 29 -(CH 2 ) n NH( Cl -C 6 alkyl), -(CH^NCCj-Ce alkyl) 2 , 
-l-oxo(C 1 -C 6 )alkyI, carboxy, (C , -C 6 )alkyloxycarbonyl, 
N-(C 1 -C 6 )alkylcarbamoyl, and each Cj-Cj alkyl group of 
U-difluoroCCj-C^alkyl, C] -C 6 alkyl, -CH=CH-(C j -C 6 )alkyl, • 
-l-oxo(C 1 -C 6 )alkyl,(C 1 -C 6 )alkyloxycarbonyl,or A ' : , ' / ' 
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-N-(Ci-C6)alkylcarbamoyl is substituted with -OH, -NH2, or 
-NAB, where A and B are as defined above; or 
Y is -D-E-F and F is 

5 II II 

-C=C, -C=C-R5, or -C=C=C; 

I I 
H H 

and R 5 is l,l-difluoro(Ci-C6)alkyl, Ci-C 0 alkyl, -(CH2) n -N-piperidinyl, 

10 -(CH2) n -piperazinyl, -(CH2) n -piperazinyl[N4-(C i-C6)alkyl], 

-(CH 2 ) n -N-pyrrolidyl, -(CH2) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, 

-(CH2)n"N-morpholino, -(CH 2 ) n -N-thiomorpholino, 

-CH=CH-(C ]-C6)alkyl, -(CH2) n -N-hexahydroazepine, 

-(CH 2 )nNH2,-(CH 2 )nNH(C 1 -C 6 alkyl), -(CH 2 ) n N(C j -C 6 alkyl) 2 , 

15 -l-oxo(Ci-C6)alkyl, carboxy, (Ci -C6)alkyloxycarbonyl, 

N-(Ci-C6)alkylcarbamoyl, and each Cj-Cj alkyl group of 

U-difluoroCC^-C^alkyl, C^Cg alkyl, -CH=CH-(Ci-C 6 )alkyl, 

-l-oxo(Ci-C6)alkyl, (Cj-C^alkyloxycarbonyl, or 

-N-(Cj-C6)alkylcarbamoyl is substituted with -OH, -NH2, or 

20 -NAB, where A and B are as defined above. 

51. A compound according to Claim 1 wherein 
X is -D-E-F; 

Y is -SR 4 , -OR 4 or -NHR3; 

and R.3 and R 4 are -(CH2) n -N-piperidinyl, -(CH2) n -N-piperazinyl, 
25 -(CH 2 ) n -N 1 _piperazinyl[N 4 -(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 

-(CH 2 ) n -pyridinyl, -(CH2) n -N-imidazoyl, -(CH2) n -imidazoyl, 
-(CH 2 )n-N-morpholino, -(CH2) n -N-thiomorpholino, 
-(CH2) n -N-hexahydroazepine or substituted C]-C6 alkyl, wherein 
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A 

the substituents are selected from -OH, -NH 2 , or -N-B, A and B are 
independently hydrogen, Cl -C 6 alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 
piperidinyl, -(CH^-N-piperazinyl, -(C^VN^piperazinyl^- 
(Cj-^alkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -N- P yridyl, 
-(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl; or 
Y is -D-E-F; 

Xis -SR4 -OR4 or-NHR3 ; 

and R3 and R 4 « -(CH 2 ) n -N-piperidinyl, -(CH 2 ) n -N- P ip era zin y l, 

-(CH 2 ) n -N 1 . P iperazinyl[N 4 -(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 
-(CH^-pyridinyl, -(CH 2 ) n -N-imidazoyl, -(CH 2 ) n -imida2oyl, 
-(CH 2 ) n -N-morpholin 0! -(CH 2 ) n -N-thiomorpholino, 
-(CH 2 ) n -N-hexahydroazepine or substituted C r C 6 alkyl, wherein 

A 

the substituents are selected from -OH, -NH 2 , or -N-B, A and B are 
independently hydrogen, C,-C 6 alkyl, -(CH 2 ) n OH, 
-(CH 2 ) n -N-piperidinyl, -(CH 2 ) n -N-piperazinyl, 
-(CH 2 ) n -N 1 -pi P erazinyl[N 4 -(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrroIidyl, 
-(CH 2 ) n -N-pyridyl, -(CH 2 ) n -imida2oyl, or -(CH 2 ) n -N-imidazoyl. 

52. A compound according to Claim 1 3 wherein 
X is -D-E-F; 

Y is -SR4 -OR4 or -NHR3; 

and R3 and R 4 m -(CH 2 ) n -N-piperidinyl, -(CH 2 ) n -N-pi P erazinyl, 

-(CH 2 ) n -N 1 _ P i P er aZ inyl[N 4 -(C 1 -C 6 )alkyl],-(CH 2 ) n -N-pyrrolidyl, 
-(CH 2 ) n - P yridinyl, -(CH 2 ) n -N-imidazoyl, -(CH^-imidazoyl, 



BNSDOCID: <WO 9906378A1_I 



WO 99/06378 PCT/US98/15784 

-99- 

-(CH2) n -N-morpholino, -(CH2) n -N-thiomorpholino, 

-(CH2) n -N-hexahydroazepine or substituted Cj-Cg alkyl, wherein 

A 
I 

5 the substituents are selected from -OH, -NH2, or -N-B, A and B are 

independently hydrogen, C 1 -Cg alkyl, -(CH2) n OH, 
-(CH2) n -N-piperidinyl, -(CH2) n -N-piperazinyl, 
-(CH 2 ) n -N 1 -piperazinyl[N 4 -(C j -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 
-(CH2) n -N-pyridyl, -(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl; 
10 or 

Y is -D-E-F; 

X is -SR 4 , -OR 4 , or -NHR 3 ; 

and R 3 and R 4 are -(CH2) n -N-piperidinyl, -(CH2) n -N-piperazinyl, 

-(CH 2 ) n -N 1 _piperazinyl[N 4 -(C j -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 

15 -(CH 2 ) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, -(CH 2 )n-imidazoyl, 

-(CH2) n -N-morpholino, -(CH2) n -N-thiomorpholino, 

-(CH2) n -N-hexahydroazepine or substituted Cj-Cg alkyl, wherein 

A 
I 

20 the substituents are selected from -OH, -NH2, or -N-B, A and B are 

independently hydrogen, C]-C 6 alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 
piperidinyl, -(CH2) n -N-piperazinyl, -(CH 2 ) n -Ni-piperazinyl[N4- 
(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrroIidyl ) -(CH2) n -N-pyridyl, 
-(CH2) n -imidazoyl, or -(CH2) n -N-imidazoyl. 

25 53. . A compound according to Claim 22 wherein X is -D-E-F; 

Y is -SR 4 , -OR 4 , or -NHR 3 ; 

and R 3 and R 4 are -(CH2) n -N-piperidinyl, -(CH2) n -N-piperazinyl, 

-(CH 2 ) n -N ] .piperazinyl[N 4 -(C 1 -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 
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-(CH 2 ) n -pyridinyl, -(CH 2 ) n -N-imidazoyl, -(CH 2 ) n -imidazoyl, 
-(CH 2 ) n -N-morpholino, -(CH^-N-thiomorpholino, 
-(CH 2 ) n -N-hexahydroa2epine or substituted C } -C 6 alkyl, wherein 

A 

the substituents are selected from -OH, -NH 2 , or i-B, A and B are 
independently hydrogen, Cl -C 6 alkyl, -(CH 2 ) n OH, -(CH 2 ) n -N- 
Piperidinyl, -(CH 2 ) n -N- P iperazinyl, -(C^VN^piperazinyl^- 
(Cl-C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, -(CH 2 ) n -N- P yridyl, 
-(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl; or 
Y is -D-E-F; 

Xis -SR4 -OR4 or -NHR3; 

and R3 and R 4 « -(CH 2)n -N-piperidinyl. -(CH 2 ) n -N-piperazinyl, 

-(CH 2 ) n -N 1 .piperazinyl[N 4 -(C,-C 6 )alkyl], -(CH 2 ) n -N- P yrroIidyl, 
-(CH 2 ) n -pyridinyl, -(CH 2 ) n -N-imidazoyl. -(CH 2 ) n -i mi dazoyl, 
-(CH 2 ) n -N-morpholino, -(CH 2 )n-N-thio m orpholino, 
-(GH 2 ) n -N-hexahydroazepine or substituted C r C 6 alkyl, wherein 

A 

the substituents are selected from -OH, -NH 2 , or -N-B, A and B are 
independently hydrogen, Cj-Cg alkyl, -(CH 2 ) n OH, 
-(CH 2 ) n -N-piperidinyl, -(CH 2 ) n -N-piperazinyl, 
-(C^^-N^piperazinyl^-CCj -C 6 )alkyl], -(CH 2 ) n -N-pyrrolidyl, 
-(CH 2)n -N-pyridyl, -(CH 2 ) n -imidazoyl, or -(CH 2 ) n -N-imidazoyl. 
The compounds: 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]acrylamide; 
N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yljacrylamide; 
N-[4-(4-Phenoxyphenylamino)quinazolin-7-yl]acrylamide; 
N-[4-(4-Ben2yloxyphenylamino)quinazolin-7-yl]acrylamide; 
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N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]propynamide; 
N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]propynamide; 
N-[4-(4-Phenoxyphenylamino)quinazolin-7-yl]propynamide; 
N-[4-(4-Beazyloxyphenylamino)quina2olin-7-yl]propynamide; 
5 N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]but-2-ynaniide; 

N-[4-(4-Ben2yloxyphenylamino)quinazoIin-6-yl]but-2-ynamide; 
N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]buta-2 5 3-dienamide; 
N-[4-(4-Benzyloxyphenylamino)quijiazolin-6-yl]buta-23-dienamide; 
N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]but-2-enamide; 
10 N-[4-(4-Benzyloxyphenylamino)quina2olin-6-yl]but-2-enamide; 

N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]-4,4 5 4-trifluorobut- 
2-enamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]-4,4 5 4-trifluorobut- 
2-enamide; 

15 N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]-3-chloroacrylamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]-3-chloroacrylamide; 
6-(S-Vinylsulfonamido)-4-(4-phenoxyphenylamino)quinazoline; 
6-(S-Vinylsulfonamido)-4-(4-benzyloxyphenylamino)quinazoline; 
N-[7-[3-(4-Morpholino)propoxy]-4-(4-phenoxyphenylamino)quinazolin- 
20 6-y 1] aery larnide ; 

N-[4-(4-Benzyloxyphenylamino)-7-[4-(>I ? N-dimethylarnino)butoxy] 

quinazolin-6-yl]acrylamide; 
N-[7-[4-(N ? N-dimethylamino)butoxy]-4-(4-phenoxyphenylamino)- 
quinazolin-6-yl]acrylamide 
25 N-[4-(4-Benzyloxyphenylamino)-7-[ 3-(4-morpholino)propoxy] 

quinazolin-6-yl]acrylamide; 
N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]-4-oxopent-2-enamide; 
N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yl]-4-oxopent-2-enamide; 
N-[4-(4-Phenoxyphenylamino)quinazolin-6-yl]-4-hydroxy-4-oxobut- 
30 2-enamide; 

N-[4-(4-Benzyloxyphenylamino)quinazolin-6-yI]-4-hydroxy-4-oxobut- 
2-enamide; 
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N-[4-(4-Phenoxyphenylami n o)quinazolin-6-yl]-4-ethoxy-4-oxobut- 
2-enamide; 

N-[4-(4-Benzyloxyp^^ 

2-enamide; 

N-[4-(4-Phenoxyphenylamino)quina2olin-6-yl]-4-(3-(N,N- 

dimethylamino)-propoxy)-4-oxobut-2-enamide;' 
N-[4-(4-Ben Z yloxyphenylamino)quina 2 olin-6-yl}-4-(3-(N,N- 

dimethylamino)-propoxy)-4-oxobut-2-enamid e; 
N-[4-(4-Phenoxyphenylamino)quinazoIin-6-yl]-4-(3-(N,N- 

dimethylamino)- P ropylamino)-4-oxobut-2-enamide; 
N-[4-(4-Benzyloxyph e nylamino)quinazolin-6-ylJ-4-(3-(N,N- 

dimethylamino)-propylamino)-4-oxobut-2- e namide- 

N-^-C^Phenoxyphenylam^quinazol^-S-ylJ^-CS^-moipholino)- 
propoxy)-4-oxobut-2-enamide; 

N-[4-(4-B e nzyloxy P h e nyla m ino) q uina 2 olin-6- y l ] -4-(3-(4- m o^holino)- 
propoxy)-4-oxobut-2-enamide; 

N-r4-(4-Phe„oxyphe^^ 

propylamino)-4-oxobut-2-enamide; 

propylamino)-4-oxobut-2-enamide; 
4,4-Dif]uoro-8-(morpholin-4-yl)oct-2-enoicacid 

r4-(4-phenoxyphenylamino)- quinazolin-6-ylJ amide- 
4,4-Difluoro-8-(mo lp holin-4-yl)oct-2-enoic acid 

[ 4 -(4-ben 2y loxy P henyla m ino)-quina2olin-6-yl] amide- 
Pent-2-enedioic acid 1 {[4<4-ben 2 yloxyphenyla m ino)quina Z oiin-6-yl] 

amide}5-[(3-morpholin-4-yl P ropyl) amide]; 
Pent-2-enedioic acid 1 {[4-(4-phenoxyphenyla m ino) qu inazolin-6-yl ] 

amide} 5-[(3-morpholin-4-ylpropyl) amide]; 
N-^-C^Phenoxyphenylamino^uinazolin^-ylJ^^^o^h^. 
4-yl)propylthio)but-2-enamide; 

N-^-^oxyphenylammo^uinazolin-e-y,]^ 
4-yl)propylthio)but-2-enamide; 
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7-Morpholin^-ylhept-2-ynoic acid[4-(4-phenoxyphenylamino)quinazolin- 
6-yl]amide; 

7-MoiphoIin-4-ylhept-2-ynoic acid[4-(4-benzyloxyphenylamino)- 

quinazolin-6-yl]amide; 
4-Morpholin-4-ylbut-2-ynoic acid[4r(4-phenoxyphenylamino)quinazolin- 

6-yl] amide; 

4-Morpholin-4-ylbut-2-ynoic acid[4-(4-benzyloxyphenylamino)quinazolin- 
6-yl]amide; 

N-[4-(4-Phenoxyphenylamino)pyrido [3 5 4-d]pyrimid-6-yl]acrylamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrimid6-yl]acrylamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[4,3-d]pyrimid-7-yl]acrylamide; 
N-[4-(4-Benzyloxyphenylamino)p^^ 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yI]propynamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[3 ? 4-d]p>rimid-6-yl]propynamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[4,3-d]pyrimid-7-yl]propynamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[43-d]pyrimid-7-yl]propynamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]but-2-ynamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[3 ; 4-d]pyrimid-6-yl]but-2-ynamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]buta-2,3- 
dienamide; 

N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrirnid-6-yl]buta- 
2,3-dienamide; 

N-[4-(4-Phenoxyphenylamino)pyrido[3 ; 4-d]pyrimid-6-yl]but-2-enamide; 

N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]but-2-enamide 

N-[4-(4-Phenoxyphenylamino)pyrido[3 5 4-d]pyrimid-6-yl]-4,4 5 4- 

trifluorobut-2-enamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]- 

4 5 4,4-trifluorobut-2-enamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[3 5 4-d]pyrimid-6-yl]- 

3-chloroacrylamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]- 

3-chloroacrylamide; 
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6-(S-Vinylsulfonamido)-4-(4-phenoxyphenylamino) 
pyrido[3,4-d]pyrimidine; 

6-(S-Vinylsulfonamido)-4-(4-ben 2 yloxyphenylamino) 
pyrido[3 ,4-d]pyrimidine; 

N-[4-(4-Phenoxyphen y lamino)pyrido[3,4-d]pyrimid-6-yl]-4-oxopent- 
2-enamide; 

N-[4-(4-Benzyloxyphenyla m mo)pyrido[3,4-d]pyrimid^ 
2-enamide; 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d] P yrimid-6-yl]^-hy^ 
4-oxobut-2-enamide; 

N-[4-(4-Ben2yloxyphenyla m ino)pyrido[3,4-d] P yrimid-6-yl]-4. h ydroxy- 
4-oxobut-2-enamide; 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]^-ethoxy- 
4-oxobut-2-enamide; 

N-^-Benzyloxyphenylam^pyridofS^-dJpyrimid-e-ylJ^-ethoxy- 
4-oxobut-2-enamide; 

N-[4-(4-Phenoxy P henylamino)pyrido[3,4-d]pyrimid-6-yl]^-( 3 -(N ! N- 
dimethyl-amino)propoxy)-4-oxobut-2-enamide; 

N-[4-(4-Ben2yloxyphenyla m ino)pyridof3.4-d]pyri m id-6-yl]-4-(3-(N I N- 
dimethylamino)propoxy)-4-oxobut-2-enamide; 

N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]-4-( 3 -(N,N- 
dimethylamino)propylamino)-4-oxobut-2-enamide; 

N-^-Benzyloxyphenylaminojpyridop^-dJpyrimid-e-yij^-CS-CN^- 

dimethylamino) P ropyl am ino)-4-oxobut-2-enamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d] P yrimid-6-yl]-4-( 3 - 

(4-morpholino)-propoxy)-4-oxobut-2-enamide; 
N-[4-(4-Ben 2 yloxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]- 
4-(3-(4-morpholino)- propoxy)-4-oxobut-2-enamide; 
N-[4-(4-Phenoxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]- ' 

4-(3-(4-morphoIino)- propylamino)-4-oxobut-2-enamide; 
N-[4-(4-Benzyloxyphenylamino)pyrido[3,4-d]pyrimid-6-yl]- 

4-(3-(4-moipholino> propylamino)-4-oxobut-2-enamide; 
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4 5 4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-phenoxyphenyl- 

amino)pyrido[3,4-d]pyrimid-6-yl] amide; 
4,4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-benzyloxyphenyl- 

amino)-pyrido[3,4-d]pyrimid-6-yl] amide; 
Pent-2-enedioic acid 

1 { [4-(4-benzyloxyphenylamino)pyrido[3 ,4-d]pyrimid- 

6-yl]amide}5-[(3-morpholin-4-ylpropyl) amide]; 
Pent-2-enedioic acid 1 {[4-(4-phenoxyphenylamino)pyrido[3 5 4-d]pyrimid- 

6-yl]amide}5-[(3-moipholin-4-ylpropyl) amide]; 
N44-(4-Phenoxyphenylamino)pyrido[3 5 4-d]pyrimid-6-yl]- 

4-(3-(morpholin-4-yl)propylthio)but-2-enamide; 

N-[4-(4-Benzyloxyphenylamino)pyrido[3 ? 4-d]pyrimid-6-yl]-4 5 (3- 

(morpholin-4-yl)propylthio)but-2-enamide; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-phenoxyphenylamino)- 

pyrido[3,4-d]pyrimid-6-yl]amide; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-ben2yloxyphenylamino)- 

pyrido[3,4-d]pyrimid-6-yl]amide; 
4-Morpholin-4-ylbut-2-ynoic acid [4-(4-phenoxyphenylamino)- 

pyrido[3 9 4-d]- pyrimid-6-yl]amide; 
4-Morpholin-4-ylbut-2-ynoic acid[4-(4-benzyloxyphenylamino> 

pyrido[3 5 4-d]pyrimid-6-yl]amide; 
N-[4-(4-Phenoxyphenylamino)benzo[b]thieno[3,2-d]pyrimid- 

6-yl]acrylamide; 
N- [4-(4-Benzy 1 oxyphenylamino)benzo [b] thieno [3 ,2 -d]pyrimid - 

6-yl]acrylamide; 
[4-(4-Phenoxyphenylamino)quina2olin-6-yl] acrylate; 
[4-(4-Benzyloxyphenylamino)quinazolin-6-yl] acrylate; 
[4-(4-Phenoxyphenylamino)quina2blin-7-yl] acrylate: 
[4-(4-Benzyloxyphenylamino)quinazolin-7-yl] acrylate; 
[7-[3-(4-Morpholino)propoxy]-4-(4-phenoxyphenylamino)quinazolin- 

6-yl]acrylate; 
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quinazolin-6-ylJacrylate; 

6-yI]acrylate; 

o-yljaciylate; 

N < 3 ^ M ^Hno)p ro p yta ™ oH , 0 . [4 . (4 . phenoxyplMiiy 
'""^"''n-^-ylH-oxobuM-enamide 

quinazoiin-e-ylH-oxobuM-enamide- 
amino)-quinazolin-6-yI]ester; 

4 ^-N m o^o^. yl)oc ,^ icacidf ^ be ^ 

amino)-quinazolin-6-yl]ester; 
PM '- 2 ^cadd I<t 4 < 4.be^ 1 „ xyphenylamino)q ^ lin _ 

6-yl] e steri5- K 3- m orpholi„^-ylp ropy | )amide:| . 
P«.- 2 -«edi„ ic -id , < f^pWxyph^,^^,^ 

s-lCS-moiphoiin-J-ylpropyljamide]; 
m W4 - Phen0 ^ ha >'''»> i »<>)^n-o, 1 „.6- y i ] ^ ( 3. (morpllolill 

propylthio)but-2-enoate; 
t4<4.Be^,„ xyphenylMtao)quin ^ o|in _ 6 _ y)H ^ ^^^ _ 

propylthio)but-2-enoate; 
6-yl]ester; 



25 



30 



qumazolin-6-yl]ester; 
o-yl]ester; 

6-yIJester; 

N-^^-Benzoylphenylamino^uinazolH.-e-ylJac^lamide; 
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N-[4-(4-[Imidazol-2-ylthio]-3-chlorophenylamino)quina2olin- 

6- yl]acrylamide; 
N-[4-(4-Benzoylphenylamino)quinazolin-7-yl]acrylamide; 
N-[4-(4-[lmidazol-2-ylthio]-3-chlorophenylamino)quina2olin- 

7- yl]acrylamide; 
N-[4-(4-Beiizoylphenylamino)quinazolin-6-yl]propynamide; 
N-[4-(4-[Thien-2-ylthio]-3-chlorophenylamino)quinazolin- 

6- yl]propynamide; 

N-[4-(4-( 1 -Hydroxy- 1 -phenylmethyl)phenylamino)quinazolin- 

7- yl]propynamide; 
N-[4-(4-[Thien-2-ylthio]-3-chlorophenylamino)quinazolin- 

7-y l]propynami de ; 
N-[4-(4-(l -Hydroxy- l-phenylmethyl)phenylamino)quinazolin-6-yl]but- 
2-ynamide; 

N-[4-(4-[l-Methylimidazol-2-ylthio]-3-chlorophenylamino)quina2olin- 
6-yl]but-2-ynarnide; 

N-[4-(4-Benzylphenylamino)quinazolin-6-y]]buta-2,3-dienamide; 
N-[4-(4-[l-Methylinuda^ 

6-yl] buta-2,3 -di enamide ; 
N-[4-(4-Benzylphenylamino)quinazolin-6-yl]but-2-enainide; 
N-[4-(4«[Phenylthio]-3-chlorophenylamino)quinazo!in-6-yl]but- 

2- enamide; 

N-[4-(4-(4-Chlorobenzoyl)phenylamino)quina2olin-6-yI] - 

4,4,4-trifluorobut-2-enamide; 
N-[4-(4-[Phenylthio]-3-chlorophenylamino)quinazolin-6-yl]-4 5 4 5 4- 

trifluorobut-2 -enamide ; 

N-[4-(4-(4-Chlorobenzoyl)phenylamino)quinazolin-6-yl]-3-chloro- 
acrylamide; 

N-[4-(4-Anilino-3-chlorophenylamino)quinazolin-6-yl]- 

3- chloroacrylamide; 

6-(S-Vinylsulfonamido)-4-(4-(3-cyanobenzoyl)phenylamino)quinazoline; 
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V [3 ^o,p h!)lmo)propoxyHW3 _ cyanob 
qumKolin-e-yiJacrylamide; 

butoxy)quu 1 azoli n . 6 . yl ) aco , lamide . m0) 

3 - cW<>ro P h =nyl-™ino) q uinazoli„-6-yl)aco.Iamide- 
quina2ol m ^. yI j acl> , Iarajde . * P°*yJ 

4- oxopent-2-enamide; 

4-oxopent-2-enamide; 

^"I^-(4-[PjTid-3-yJcarbonyl]-3- c hlorophenylamino)quinazolin-6-yI]- 
^Mroxy^xobut-2-enamide 

4-hydroxy-4-oxobut-2-enamide- 

20 4 -« hox y-t-oxobut-2-cnamide- 

4-ethoxy-4-oxobut-2-enamide- 

K « «t WN ^ me,hyiamin0)pro ^H-<'><obu t -2-e„a ra ide. 

[ ( ;Tr y,m ^^ 

N ,4 < 4 ™ t' N " dimeftylamin0)ProPOXyH - OXObu< - 2 --i^ ; 

N T4 « ^^^--^obm-^dc- 
'K3-(4- m oq,hoIino)p ro poxyH- oxobut . 2 ^ namide . 
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N-[4-(4- [Pyrid^-ylmethoxy]-3-chlorophenylamino)quinazolin-6-yl]- 

4-(3-(4-moTpholino)propoxy)-4-oxobut-2-enamide; 
N-[4-(4-[Pyrid^-ylmethyl]-3-chlor^^ 

4-(3-(4-morpholino)propylamino)-4-oxobut-2-enamide; 
5 N-[4-(4-[Fiir-2-ylmethoxy]-3-chlorophenylamino)quinazolin-6-yl]- 

4-(3 -(4-morpholino)propy lamino)-4-ox obut-2 -enamide ; 
4 5 4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid [4-(4- [pyrid-3 -y lmethyl] - 

3-chlorophenylamino)quinazolin-6-yl]amide; 
4 ? 4-Difluoro-8-(morphoIin-4-yl)oct-2-enoic acid[4-(4-[fiir-2-ylmethoxy]- 
1 0 3-chlorophenylamino)quinazolin-6-yl]amide; 

Pent-2-enedioic acid 1 {[4-(4-[fur-3-ylmethoxy]-3-chlorophenylamino)- 

quinazolin-6-yl]amide} 5-[(3-morpholin-4-ylpropyl) amide]; 
Pent-2-enedioic acid 1 {[4-(4-[pyrid-3-ylmethyl]-3-chlorophenylamino)- 

quinazolin-6-y 1] ami de } 5 - [ (3 -morphol in-4 -y 1 propy 1 )amide] ; 
15 N-[4-(4-[l -Hydroxy- 1 -pyrid-3 -ylmethyl]-3-chlorophenylamino)quinazolin- 

6-yl]-4-(3-(morpholin-4-y])propylthio)but-2-enamide; 
N-[4-(4-[Fiir-3-ylmethoxy]-3-chlorophenylamino)quinazolin-6-yl]-4, - 

(3-(morpholin-4-yl)propylthio)but-2-enamide; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-[ 1 -hydroxy-1 -pyrid-3-ylmethyl]- 
20 3-chlorophenylamino)quinazolin-6-yl] amide; 

7-Morpholin-4-ylhept-2-ynoic acid[4-(4-[thien-3-ylmethoxy]- 

3-chlorophenyl-amino)quinazolin-6-yl] amide; 
4-Morpholin-4-ylbut-2-ynoic acid[4-(4-[pyrid-2-ylmethyl]- 

3-chlorophenylamino)-quinazolin-6-yl] amide; 
25 4-Morpholin-4-ylbut-2-ynoic acid[4-(4-[thien-3-ylmethoxy]- 

3-chlorophenyl-amino)quinazolin-6-yl] amide; 
N-[4-(4-[Pyrid-2-ylmethyl]-3-chlorophenylamino)pyrido[3 ; 4-d]pyrimid- 

6-yl]acrylamide; 

N-[4-(4-[Thien-2-ylmethoxy]-3-chlorophenyIamino)pyrido[3 5 4-d]pyrimid - 
30 6-yl]acrylamide; 

N-[4-(4-[Fur-2-ylmethyI]phenylamino)pyrido[4 ? 3-d]pyrimid-7-yl]- 
acrylamide; 
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propynamide; 
N-^-fl-Methylimidazol^-ylmethoxvl 1 fi 

7-yl]propynamide; 

pyndot4,3-d]- py n«i d . 7 . yl j proj!ynarajde . 



6-yI]buta-2,3-dienamide; 
N-[4-(4-[Thiazol-2-yl met hoxvl ? 1 

N-[4-(4-fThiazol-5-ylmethoxvl ? s h;a 

25 ° W ' 4 > 4 - ta fluorobut-2-enamide- 

B ™ id ^ 1 H,4,4-«rii 1 uo ro bm.2.e„ amide . P ' 4dJ - 

o-ylJ-3-chloroaciylamide- 

[3,4-d]- P yn mi d-6-ylJ- 3 - chloroaciy]amide . 
6-(S-Vinylsulfonamido)-4-r4-rthi^ i , L 
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6-(S-Vinylsulfonamido)^-(4-[phenylsulfonylamido]-2-fluoro-3-m 

phenyl-amino)pyrido[3,4-d]pyrimidine; 
N-[4-(4-[Thien-3-ylcarbonyl]-3^ 

6-yl]-4-oxopent-2-enamide; 
5 N-[4-(4-[4-Methylpyrid-2-yl]-2-fluoro-3-chlorophenylamino)-pyrido- 

[3,4-d]pyrimid-6-yl]-4-oxopent-2-enamide; 
N-[4-(4-[Thien-2-ylcarbonyl]-3-chlorophenylamino)pyrido[3 5 4-d]pyrimid- 

6-yl]-4-hydroxy-4-oxobut-2-enamide; 
N-[4-(4-[4-Methylpyrid-2-yl]-2-fluoro-3-chlorophenylamino)pyrido- 
1 0 • [3,4-d]pyrimid-6-yl]-4-hydroxy-4-oxobut-2-enamide; 

N-[4-(4-[Thien-2-ylcarbonyl]-3-chlorophenylamino)pyrido[3 5 4-d]pyri^ 

6-yl]-4-ethoxy-4-oxobut-2-enamide; 
N44-(4-[4-Methoxypyrid-2-yl]^-chlorophenylamino)pyrido[3 5 4-d]- 

pyrimid-6-yl]-4-ethoxy-4-oxobut-2-enamide; 
15 N-[4-(4-[Thiazol-2-ylcarbonyl]^-chlorophenylamino)pyrido[3 9 4-d]- 

pyrimid-6-yl]^-(3-(N > N-dimethylamino)propoxy)-4-oxobut- 

2-enamide; 

N-[4-(4-[4-Methoxypyrid-2-yl]-3-chlorophenylamino)pyrido[3 5 4-d]- 
pyrimid-6-yl]^-(3-(N ? N-dimethylamino)propoxy)-4-oxobut- 
20 2-enamide; 

N-[4-(4-[Thiazol-2-ylcarbonyl]-3-chlorophenylamino)pyrido[3 5 4-d]- 

pyrimid-6-yl]- 4-(3-(N 5 N-dimethylamino)propylamino)-4-oxobut- 
2-enamide; 

N-[4-(4-[4-Chloropyrid-2-yl]-3^ 
25 6-yl]-4-(3-(N,N-dimethylamino)propylamino)-4-oxobut- 

2-enamide; 

N- [4-(4- [Thiazol-5 -ylcarbony 1] -3 -chlorophenylamino)pyrido [3 ,4-d] - 

pyrimid-6-yl]-4-(3-(4-morpholino)propoxy)-4-oxobut-2-enamide; 
N-[4-(4-[4-Chloropyrid-2-yl]-3-ch^^ 
30 6-yl]-4-(3-(4-rnorpholino)propoxy)-4-oxobut-2-enamide; 
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-112- 

N-[4.(4-[Thiazol-5-ylcarbonvll-3 rhU P u , 

y drooi iyJJ-3-chlorophenylamino)pyridor3 4-dl 

pyrimid-6-yll-4-n-/-4 ™ u x L ' J 

yiJ-4 (3 (4-morpholmo)propyl am inoM-oxobut- 
^-enamide- 



10 



15 



20 



25 



30 



3 0U ° ro ' 5h «^)P y r i d Ot 3,4.d ] p y n mi(i -6- y ,J amide; 
rent-2-enedioic acid 1 Ua {a i ^ 

Dwi d„n ^ „ ,na20| - 3 - 5 ' 1,hio )- 3 -=Worophe„ y lamino> 
pyndo[3,4-d]pyn mid ^. .. . ,. J 

amide]; m,de >H(3-morpholm-4-yl propyl) 
ren.-2-enedioie aeid , (W,^.^ 

^0^3^,^.,,, amide)5-[(3- morpho ,J 
4-ylpropyl) amide]; 

•4 P-Cmorphoh.M-yOpropyl.hio)^.^,,^. 

6 ylH '- (3 - (m °1' 1 "'l'»-4-y0prcpy lt h i „) 1 , u ,. 2 . enamide . 

™ino)p y ndo[3,4^]py Timid ^. y|)arajde . yl 
7 -Mo^. ylhep , 2 ^ oi _ jd(4 . (4 ^ 

4 M T°^ he " yl " amin0)Pyn ' d0[3 ' 4 - d ^™''-^ -Hide- 
4-Mmphoto^.^ mUMHpfM ^J y e ' 

^"-Ptaytomopyri^p,,.,, . 

u ,. 3 " hl0r ° PhMy| -^P^ot3,4^ mid . 6 . yl , aiJe , 
^^^^^ 

[3,2-d]pyriniid-6-yIJaciylamide- 
N44^4Me m y,p henylttoH 

l3,2-d]-pyn m id-6-yI]aci y l amid e; 



BNSDOC!D:<WO_9906378A1J.> 



PCT/US98/15784 



-113- 

[4-(4-[4-Methoxypyrid-2-yl]-3n;hloro^ 
aery late; 

[4-(Benzoylphenylamino)qxiinazolin-6-yl] acrylate; 
[4-(4-|Tliiazol-2-ylcarbonyl]-3-cMorophenylamino)quinazolin-7-yl] 
acrylate; 

[4-(4.[I m idazol-2-ylthio]-3-chlorophenylamino)quinazolin-7-yl] acrylate; 
[7_[3-(4-Moipholmo)propox 

amino)-quinazolin-6-yl] acrylate; 
[4-(4-[Thien-2-ylthio]-3-chlorophenylamino>7-[ 4-(N,N-dimethylamino) 

butoxy]quinazolin-6-yl] acrylate; 
[7-[4-(N;N-dimethylamino)b^ 

phenylamino)quinazolin-6-yl] acrylate; 
[4-(4-Benzylphenylamino)-7-[3-(4-morpholino)propoxy] quinazolin-6-yl] 

acrylate; 

N<3-(4-Moipholino)propylamino)-4 ? 0-[4-(4-[4-bromoanilino]- 

3-chlorophenyl-amino)quinazolin-6-yl]-4-oxobut-2-enamide; 

N-(3-(4-Morpholino)propylamino)-4,0-[4-(4-[pyrid-3-ylcarbonyl]- 
3-chlorophenyl-amino)quinazolin-6-yl]-4-oxobut-2-enamide; 

4 5 4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-[l-hydroxy-l-pyrid- 

3- ylmethyl]-3-chlorophenylamino)quinazolin-6-yl]ester; 
4 5 4-Difluoro-8-(morpholin-4-yl)oct-2-enoic acid[4-(4-[pyrid- 

4- ylcarbonyl]-3-chlorophenylamino)quinazolin-6-yl]ester; 
Pent-2-enedioic acid 1 {[4-(4-[fur-2-ylmethoxy]«3-chlorophenylamino)- 

quinazolin-6-yl]ester} 5-[(3-rnorpholin-4-ylpropyl)amide] ; 
Pent-2-enedioic acid 1 {[4-(4-[thien-2-ylmethoxy]-3-chlorophenylamino)- 

quinazolin-6-yl] ester} 5-[(3-morpholin-4-ylpropyl)amide]; 
[4-(4-Phenoxyphenylamino)quinazolin-6-yl]-4-(3-(morpholin- 

4-yl)propylthio)-but-2-enoate; 
[4-(4-[Thien-2-ylmethoxy]-3-chlorophenylamino)quinazolin-6-yl]-4 5 - 

(3-(morpholin-4-yl)propylthio)but-2-enoate; 
7-Morpholin-4-ylhept-2-ynoic acid[4-(4-[thien-2-ylmethoxy]phenyl- 

amino)quinazolin-6-yl]ester; 
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phenylamino)quina2oli n -6-yI]e S ter- 

3 - me *ylpteiytamino)quiiia zo ii n< . yl ] esttr 

^^^^ ^ 

3-chlorophenylamino)quina2olin-6-yI]ester. 
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